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DIPHENYLAZETIDINONE DERIVATIVES FOR TREATING DISOR DERS OP THE LIPID METABOLISM 

This invention relates to 2-azetidinone derivatives, or phannaceutically acceptable 
salts, solvates, solvates of such salts and prodrugs thereof. These 2-azetidinones possess 
5 cholesterol absorption inhibitory activity and are accordingly of value in the treatment of 
disease states associated with hyperlipidaemic conditions. They are therefore useful in 
methods of treatment of a wam-blooded animal, such as man. The invention also relates to 
processes for the manufacture of said 2-azetidinone derivatives, to pharmaceutical 
compositions containing them and to tiieir use in the manufacture of medicaments to inhibit 
10 cholesterol absorption m a warm-blooded animal, such as man. A further aspect of this 

invention relates to the use of the coiiq)ounds of the invention in the treatment of dysiipidemic 
conditions. 

Atherosclerotic coronary artery disease is a major cause of deatii and morbidity in the 
western world as well as a significant drain on healthcare resources. It is well-known that 

15 hyperlipidaemic conditions associated with elevated concentrations of total cholesterol and 
low density lipoprotein (LDL) cholesterol are major risk factors for cardiovascular 
atherosclerotic disease (for instance "Coronary Heart Disease: Reducing die Risk; a 
Woridwide View" Assman G., CarmenaR. CuUen P. etal; Circulation 1999, 100, 1930-1938 
and •T)iabetes and Cardiovascular Disease: A Statement for Healtiicare Professionals from tiie 

20 American Heart Association" Grundy S, Benjamin L, Burke G.. et al\ Circulation, 1999, 100, 
1134-46). 

The concentration of plasma cholesterol depends on the integrated balance of 
endogenous and exogenous patiiways of cholesterol metabolism. In tiie endogenous patiiway, 
cholesterol is syntiiesized by the liver and extra hepatic tissues and enters the circulation as 

25 lipoproteins or is secreted into bile. In tiie exogenous pathway cholesterol from dietary and 
biliary sources is absorbed in tiie intestine and enters the circulation as component of 
chylomicrons. Alteration of either patiiway will affect die plasma concentration of cholesterol. 

The precise mechanism by which cholesterol is absorbed from tiie intestine is however 
not clear. The original hypofliesis has been tiiat cholesterol is crossing die intestine by 

30 unspecific diffusion. But more recent studies are suggesting fliat tiiere are specific transporters 
involved in die intestinal cholesterol absorption. (See for instance New molecular targets for 
cholesterol-lowering tiier^y Izzat, NJ^., Deshazer. M.E. and Loose-Mitchell D.S, JPET 
293:315-320. 2000.) 



wo 2004/005247 PCT/GB2003/002811 

-2- 

A clear association between reduction of total cholesterol and (LDL) cholesterol and 
decreased instance of coronary artery disease has been established, and several classes of 
pharmaceutical agents are used to control serum cholesterol. There major options to regulate 
plasma cholesterol include {i) blocking the synthesis of cholestaol by agents such as 
5 HMG-CoA reductase inhibitors, for example statins such as simvastatin and fluvastatin. 
which also by up-regulation of LDL-receptors wiU promote the cholesterol removal from the 
plasma; (ii) blocking the bile acid reabsorption by specific agents resulting in increased bile 
acid excretion and synthesis of bile acids from cholesterol with agents such as bile acid 
bindeis, such as resins e.g. cholestyramine and cholestipol; and (iii) by blocking the intestinal 
10 uptake of cholesterol by selective cholesterol absorption inhibitors. High density lipoprotein 

(HDL) elevating agents sucn as noraics una lUbuumi. uwi« • 

employed. 

Even with the current diverse range of therapeutic agents, a significant proportion of 
the hypercholesterolaemic population is unable to reach target cholesterol levels, or drug 
15 interactions or drug safety preclude the long term use needed to reach the target levels. 
Therefore there is still a need to develop additional agents that are more efficacious and are 
better tolerated. 

Compounds possessing such cholesterol absorption inhibitory activity have been 
described, see for instance the compounds described in WO 93/02048. WO 94/17038. 
20 WO 95/08532, WO 95/26334, WO 95/35277, WO 96/16037, WO 96/19450, WO 97/16455. 
WO 02/50027, WO 02/50060. WO 02/50068, WO 02/50090. WO 02/66464. US 5756470. 
US 5767 1 15 and US RE37721. 

The present invention is based on the discovery that certam benzothiazepine and 
benzothiadiazepine compounds surprisingly inhibit cholesterol absorption. Such properties 
25 are expected to be of value in die treatment of disease states associated wifli hyperUpidaemic 
conditions. The compounds of die present invention are not disclosed in any of the above 
applications and we have surprisingly found that these compound possess beneficial 
efficacious, metaboUc and toxicological profiles that make them particularly suitable for in 
vivo administration to a warm blooded animal, such as man. In particular certain compounds 
30 of die present invention have a low degree of absorption compared to the compounds of die 
prior art whilst retainmg their ability to inhibit cholesterol absorption. 
Accordingly there is provided a compound of formula (I): 
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(I) 

wherein: 

Ring A is selected from phenyl or thienyl; 
5 X is selected from -CR^R^-, -0-, -NR*- and -S(0)a-; wherein R* is hydrogen or 

Ci.6aUcyl, and a is 0-2; 

Y is selected from -CR'^R^-, -0-, -NR*- and -S(0)a-; wherein R^ is hydrogen or 
Ci.6alkyl, and a is 0-2; wherein there is at least one -CR^R^- or -CR'^R^- group; 

is independently selected from halo, hydroxy, Ci^alkyl, Ci,6alkoxy and 
10 Ci^alkylS(0)a wherein a is 0 to 2; wherein R^ is independently optionally substituted on 
carbon by one or more halo, Ci-salkoxy and hydroxy; 

b is 0-3; wherein the values of R^ may be the same or different; 
R^andR^ are independently selected from hydrogen, hydroxy, Ci-6alkyl, Ci-salkoxy 
and Ci-ealkanoyloxy; wherein R^ and R^ may be independently optionally substituted on 
15 carbon by one or more halo or hydroxy; or R^ and R^ together form an oxo group; 

R'* and R^ are independently selected from hydrogen, hydroxy, Ci^alkyl, Ci^alkoxy 
and Gi^alkanoyloxy; or R'* and R^ together form an oxo group; 

R*^ is independently selected from halo, nitro, cyano, hydroxy, amino, carboxy, 
formyl, carbamoyl, carbamoyloxy, mercapto, sulphamoyl, Ci^ealkyl, Ca^alkenyl, 
20 Ca^alkenyloxy, Ca^alkynyl, Ci^alkoxy, Ci.6alkanoyl, Ci^alkanoyloxy, N-(Ci^alkyl)amino, 
iV;iV.(Ci.6alkyl)2amino, Ci-ealkanoylamino, Ci^alkanoyl-iV-(Ci.6alkyl)amino, 
Ci^alkylsulphonylamino, Ci^alkylsulphonyl-iV-(Ci^alkyI)arciino, iV-(Ci-6alkyl)carbamoyl, 
W,iV-(Ci^alkyl)2carbamoyl, iV-(Ci^alkyl)carbamoyloxy, ]V;//-(Ci.6alkyl)2carbamoyloxy, 
Ci^alkylS(0)a wherein a is 0 to 2, Ci^alkoxycarbonyl, Ci^alkoxycarbonylamino, 
25 Ci-6alkoxycarbonyl-JV-(Ci^alkyl)amino, Ci^alkoxycarbonyloxy, Cualkoxycarbonylamino, 
ureido, // -(Ci-6alkyl)ureido, /V-(Ci-6alkyl)ureido, //',j!V-(Ci-6alkyl)2ureido, 
iVHCi^alkyl)-^-(Ci^dkyl)ureido,iV',iVKCi^alkyl)2-^^^ 
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iV-(Ci^alkyl)sulphamoyl, iV,iV-(Ci^alkyl)2Sulphamoyl and phenyl; wherein is 
independently optionally substituted on carbon by one or more halo, Cj^alkoxy, hydroxy, 
amino, carboxy, Ci^alkoxycarbonyl. carbamoyl, N-(Ci^alkyl)carbamoyl, 
N.iV-(Ci^alkyl)2caibamoyl. Ci-ealkanoylamino, Ci^alkanoyl-iV-(Ci-6alkyl)amino. phenyl, 
5 phenoxy, benzoyl, phenylCi^alkyl and phenylCi-ealkoxy, 

c is 0-5; wherein the values of may be the same or different; 

is independenfly selected from halo, hydroxy, cyano, carbamoyl, ureido, amino, 
nitro, carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy. methyl, 
ethyl, methoxy, ethoxy, vinyl, allyl. ethynyl, methoxycarbonyl, formyl, acetyl, foimamido, 
10 acetylamino, acetoxy, methylamino, dimethylamino, iV-methylcarbamoyl, 

A/, A^-dirnethylcarbanioyl- methylthio, methylsulphinyL mesyl. N-methylsulphamoyl and 
iV,W-dimethylsulphamoyl; 

d is 0-4; wherein the values of R*' may be tiie same or different; 

is hydrogen, CMalkyl, carbocyclyl or heterocyclyl; wherein R' may be optionally 
15 substituted on carbon by one or more substituents selected from R^; and wherein if said 
heterocyclyl contains an -NH- group, that nitrogen may be optionally substituted by a group 
selected from R^^; 

R^^ is hydrogen or Ci^alkyl; 

R" and R*^ are independentiy selected from hydrogen, Ci^^alkyl, caibocyclyl or 
20 heterocyclyl; or R^^ and R" together forai Ca^alkylene; wherein R" and R" or R" and R" 
together may be independenfly optionally substituted on carbon by one or more substituents 
selected from R"; and wherein if said heterocyclyl contains an -NH- moiety, that nitrogen 
may be optionally substituted by one or more R^; 

R" is hydrogen, CMalkyl, carbocyclyl or heterocyclyl; wherein R" may be optionally 
25 substituted on carbon by one or more substituents selected from R^; and wherein if said 
heterocyclyl contains an -NH- moiety, that nitrogen may be optionally substituted by one or 
more R^; 

R*** is hydrogen, halo, nitro, cyano, hydroxy, amino, carbamoyl, mercapto, 
sulphamoyl, hydroxyaminocarbonyl. Ci.ioalkyl, CMoalkenyl, CMoalkynyl. Ci.ioaUcoxy, 
30 Cuioalkoxycarbonyl, Ci.ioalkanoyl, Ci-ioalkanoyloxy, iV-(CMoalkyl)amino, 
iV.iV-(CMoalkyl)2amino, iV,iV,iV-(CMoalkyl)3ammonio, Ci.ioalkanoylamino, 
iV.(Ci.ioalkyl)carbamoyl, JV,iV-(CMoalkyl)2carbamoyl. CMoalkylS(0)a wherein a is 0 to 2, 
W.(Ci.ioalkyl)sulphamoyl, iV,Af-(Ci.ioalkyl)2Sulphamoyl, iV-(Ci.ioalkyl)sulphamoylamino, 
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iV,N-(Ci.ioalkyl)2Sulphamoylamino, Ci-ioalkoxycarbonylamino, carbocyclyl, 
carbocyclylCi.ioalkyl, heterocyclyl, heterocyclylCi-ioalkyl, 
carbocyclyl-(Ci.ioalkylene)e-R^^-(Ci.ioalkylene)f- , 

heterocyclyl-(Ci.ioalkylene)^R^°-(Ci.ioalkylene)h-, carboxy. sulpho, sulphino, phosphono, 
.5 -P(0)(OR^^)(OR^^),.P(0)(OH)(OR^'),-P(0)(OH)(R^^)or-P^^^ 

R^^ are independently selected from Ci^alkyl; wherein R*^ may be optionally substituted on 
carbon by one or more substituents selected from R^^; and wherein if said heterocyclyl 
contains an -NH- group, that nitrogen may be optionally substituted by a group selected from 
R^; or R** is a group of formula (lA): 

R^7 ^16 Q 

R^L Jr i*-Jq 1 J^Nr ^ 

10 ^ 

OA) 

wherein: 

Z is -N(R^V, -N(R^^)C(0)-. -0-, and -S(0)a-; wherein a is 0-2 and R^^ is hydrogen or 
CMalkyl; 

15 R^^ is hydrogen or CMalkyl; 

R^^ and are independently selected from hydrogen, halo, nitro, cyano, hydroxy, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci^alkyl, C2^alkenyl, C2.6alkynyl, 
Ci^alkoxy, Ci^alkanoyl. Ci-aalkanoyloxy. Ar-(Ci^aDcyl)amino, N,7V-(Ci^ialkyl)2amino, 
Ci^alkanoylaraino, iV-(Ci.6alkyl)carbamoyl. ^,Ar-(Ci^alkyl)2carbamoyl, Ci^alkylS(0)a 

20 wherein a is 0 to 2, Ci-ealkoxycarbonyl, Ar-(Gi^alkyl)sulphamoyl, 

iV,A^-(Ci.6alkyl)2Sulphamoyl, carbocyclyl, heterocyclyl, sulpho, sulphino, amidino, phosphono, 
-P(O)(0R^^)(0R^^), -P(0)(OH)(OR^^), -P(0)(OH)(R^^) or .P(0)(OR^^)(R^^), wherein R^^ and 
R^'' are independently selected from Ci^alkyl; wherein R^^ and R^'' may be independently 
optionally substituted on carbon by one or more substituents selected from R^*; and wherein if 

25 said heterocyclyl contains an -NH- group, that nitrogen may be optionally substituted by a 
group selected from R^'; 

R" is selected from hydrogen, halo, nitro, cyano, hydroxy, amino, caibamoyl. 
mercapto, sulphamoyl, hydroxyaminocarbonyl. Ci.ioalkyl, Ca-ioalkenyl, Ca-ioalkynyl, 
Cuoalkoxy, Ci.ioalkanoyl, Cuoalkanoyloxy. //-(Ci.ioalkyl)amino, iV,iV-(Ci.ioalkyl)2amino, 

30 Ci-ioalkanoylamino, iV-(Ci.ioalkyl)carbamoyl, Ci-ioalkoxycarbonyl, 

MiV-(Ci.ioalkyl)2carbamoyl, CMoalkylS(0)a wherein a is 0 to 2, iV-(Ci.ioalkyl)sulphamoyl, 
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AUV-(Ci.ioalkyl)2Sulphamoyl, iV-(Ci.ioalkyl)sulphamoylaimno. 
W,W-(Ci.ioal]cyl)2Sulphamoylamino, caibocyclyl. carbocyclylCi.ioaftyl, heterocyclyl, 
heterocyclylCMoalkyl, carbocyclyl-(C,.ioalkylene)c-R^°-(Ci.ioalkylene)r or 
heterocyclyl-(Ci.ioalkylene)g-R*^-(Ci.ioalkylene)h-, carboxy, sulpho, sulphino, phosphono, 
5 -P(0)(OR^')(OR^^). -P(0)(OH)(OR^^). .P(0)(OH)(R*^) or -P(0)(OR^')(R^') wherein R^' and 
R^^ are independently selected from Ci^alkyl; wherein R" may be optionally substituted on 
carbon by one or more substituents selected from R"*^; and wherein if said heterocyclyl 
contains an -NH- group, that nitrogen may be optionally substituted by a group selected from 
R^; or R^* is a group of formula (IB): 

Rnj?r 

10 ^ 

m 

wherein: 

is selected from hydrogen or Ci-4alkyl; 
R^® is selected from hydrogen, halo, nitro, cyano, hydroxy, amino, caiboxy, 
15 carbamoyl, mercapto, sulphamoyl, Ci-ealkyl, C2^alkenyl, Ci-ealkynyl, Ci-6alkoxy, 
Ci^alkanoyl, Ci-ealkanoyloxy, Af-{Ci-6alkyl)amino, W,iV-(Ci^alkyl)2amino, 
Ci-6alkanoylamino. Ar-(Ci-6alkyl)carbamoyl, iV;iV-(Ci-6alkyl)2carbamoyl. Ci.6alkylS(0)a 
wherein a is 0 to 2, Ci^aUcoxycarbonyl, iV-(Ci.6alkyl)sulphamoyl. 

iV,iV-(Ci^alkyl)2Sulphamoyl, caibocyclyl, heterocyclyl, sulpho, sulphino, amidino, phosphono, 
20 -P(0)(OR'^)(OR*'). -P(0){OH)(OR^^), -P(0)(0H)(R'') or -P(0)(OR^^)(R^'), wherein R^ and 
R*^ are independendy selected from Ci-ealkyl; where R^° may be independenUy optionaUy 
substituted on carbon by one or more substituents selected from R'^^; and wherein if said 
heterocyclyl contains an -NH- group, that nitrogen may be optionally substituted by a group 
selected from R"^^; 

25 R^^ is selected from halo, nitro, cyano, hydroxy, amino, carbamoyl, mercapto, 

sulphamoyl, hydioxyaminocarbonyl, CMoalkyl. C2.ioalkenyl, C2.ioalkynyl, Ci-ioalkoxy, 
Ci-ioalkoxycarbonyl, Ci.ioalkanoyl, Ci.ioalkanoyloxy, N-(CMoalkyl)amino, 
MiV-(Ci.ioalkyl)2amino, iV,7V,iV-(CMoalkyl)3ammomo, Ci_ioalkanoylanuno, 
i\^-(Ci.ioalkyl)carbamoyl, W;A^-(CMoalkyl)2carbamoyl, Ci-ioalkylS(0)a wherein a is 0 to 2, 

30 /^-(Ci.ioalkyl)sulphamoyl, N,A^-(Ci.ioalkyl)2Sulphamoyl, N-(CMoalkyl)sulphamoylamino, 
i^,iV-(Ci.ioalkyl)2Sulphamoylamino, Ci.ioalkoxycarbonylamino, carbocyclyl. 
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carbocyclylCMoaDqrl, heterocyclyl, heterocyclylCi-ioalkyl, 
carbocyclyKCi-ioalkyletie)e-R^°-(Ci,ioalkylene)r, 

heterocyclyl-(Ci-ioalkyleneVR^*-(Ci.ioalkylene)h-, caiboxy. sulpho, sulphino. phosphono, 
.P(0)(OR^^)(OR^^), -P(0)(0H)(0R"). -P(0)(0H)(R^^) or .P(0)(OR^^)(R^) wherein R^^ and 
5 R^ are independently selected from Ci^alkyl; wherein R^^ may be independently optionally 
substituted on carbon by one or more R^*; and wherein if said heterocyclyl contains an -NH- 
group, that nitrogen may be optionally substituted by a group selected from R^^; 

p is 1-3; wherein the values of R^* may be the same or different; 

q is 0-1; 

10 r is 0-3; wherein the values of R^^ may be the same or different; 

- « .* . . » i?.T»13 ♦X.- — « ^:<P4^r«-^A««f> 

mis U-Z; WncrClIl UlC VOXUCS UX majr wo luC ooxaio v»a kuxj.wxwA«i., 

n is 1-2; wherein the values of R^ may be the same or different; 
z is 0-3; wherein the values of R^° may be the same or different; 
R^, R^, R^'', R^^ R^^ R'*^, R"** and R^^ are independently selected from halo, nitro, 
15 cyano, hydroxy, amino, carbamoyl, mercapto, sulphamoyl, hydroxyaminocarbonyl, 
Ci-ioalkyl, Ca-ioalkenyl. Ci-ioalkynyl, Ci-ioalkoxy, CMoalkanoyl, Ci.ioalkanoyloxy, 
Ci-ioalkoxycarbonyl, iV-(Ci.ioalkyl)amino, //,iV-(Ci.ioalkyl)2amino, 
iV,iV,Ar-(CMoalkyl)3ammonio, Ci-ioalkanoylamino, A^-(Ci.ioalkyl)carbamoyl, 
iV,A^-(CMoalkyl)2carbamoyl, CMoalkylS(0)a wherein a is 0 to 2, iV-(CMoalkyl)sulphamoyl, 
20 //,iV-(Ci.ioalkyl)2Sulphamoyl, iV-(CMoalkyl)suIphamoylamino, 

iV,iV-(CMoalkyl)2Sulphamoylamino, Ci.ioalkoxycarbonylamino, caibocyclyl, 
carbocyclylCi-ioalkyl, heterocyclyl, heterocyclylCi.ioalkyl, 
carbocyclyl-(Ci.ioalkylene)c-R^^-(Ci.ioalkylene)r. 

heterocyclyl-{Ci-ioalkylene)g-R^"^-{CMoalkylene)h-, carboxy. sulpho, sulphino, amidino, 
25 phosphono. .P(0)(OR^'^)(OR^'), -P(0)(OH)(OR^^ .P(0)(OH)(R^») or -P(0)(0R^^(R''), 
wherein R^' and R^^ are independently selected from Ci^alkyl; wherein R^^, R^. R^^, R^^, 
R^*, R^, R^ and R^ may be independently optionally substituted on carbon by one or more 
R^°; and wherein if said heterocyclyl contains an -NH- group, that nitrogen may be optionally 
substituted by a group selected from R^' ; 
30 R^, R", R". R^, R^^. R'*^. and R*^ are independently selected from 

Ci.6alkyl. Ci^alkanoyl, Ci^alkylsulphonyl, sulphamoyl. iV-(Ci^alkyl)sulphamoyl, 
iV,iV-(Ci^alkyl)2Sulphamoyl, Ci^alkoxycarbonyl, carbamoyl, iV-(Ci-6alkyl)carbamoyl. 
MA^(Ci^alkyl)2caibamoyl, benzyl, phenethyl, benzoyl, phenylsulphonyl and phenyl; 
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R^, R^^ R^^ R^\ R^°, R^ and R^are independently selected from -0-. -NR^^-. 
-8(0),-, -NR*^^C(0)NR*^-, -NR^^C(S)NR^^-. -OC(0)N=C-. -NR^'C(0)- or -C(0)NR^^-; 
wherein R*^ and R^^ are independently selected from hydrogen or Ci^alkyl, and x is 0-2; 

R^° is selected from halo, hydroxy, cyano, caibamoyl, ureido, amino, nitro, carboxy, 
5 carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, methyl, ethyl, methoxy, 
ethoxy, vinyl, allyl, ethynyl, methoxycarbonyl, formyl, acetyl, fonnamido, acetylamino, 
acetoxy, methylamino, dimethylamino, iV-methylcarbamoyl, iy,iV-dimethylcarbamoyl, 
methylthio. methylsulphinyl, mesyl, iV-methylsulphamoyl andiV^N-dimethylsulphamoyl; and 
e, f, g and h are independently selected from 0-2; 
10 or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

In this spsci^catiGH ths term "alk^d** includes both strnight br3.iioli6d oh?in ?lkyl 
groups but references to individual alkyl groups such as "propyl" are specific for the straight 
chain version only. For example, "CMoalkyl", "C^ealkyl" and "CMalkyl" include propyl, 
isopropyl and r-butyl. However, references to individual alkyl groups such as 'propyl' are 
15 specific for the straight chained version only and references to individual branched chain alkyl 
groups such as 'isopropyl' are specific for the branched chain version only. A similar 
convention applies to other radicals, for example "phenylCi-ealkyl" would include benzyl, 
1-phenylethyl and 2-phenylethyl. The term "halo" refers to fluoro, chloro, bromo and iodo. 
Where optional substituents are chosen from "one or more" groups it is to be 
20 understood that this definition includes all substituents being chosen from one of the specified 
groups or the substituents being chosen from two or more of the specified groups. 

A "heterocyclyl" is a saturated, partially saturated or unsaturated, mono or bicyclic 
ring containing 3-12 atoms of which at least one atom is chosen from nitrogen, sulphur or 
oxygen, which may, unless otherwise specified, be carbon or nitrogen linked, wherein a -CH2- 
25 group can optionally be replaced by a -C(0)- or a ring sulphur atom may be optionally 
oxidised to form the S-oxides. Particularly a "heterocyclyl" is a saturated, partially saturated 
or unsaturated, mono or bicyclic ring containing 5 or 6 atoms of which at least one atom is 
chosen from nitrogen, sulphur or oxygen, which may, unless otherwise specified, be carbon or 
nitrogen linked, wherein a -CH2- group can optionally be replaced by a -C(0)- or a ring 
30 sulphur atom may be optionally oxidised to form S-oxide(s). Examples and suitable values of 
the term "heterocyclyl" are thiazolidinyl, pyrrolidinyl, pynolinyl, 2-pyrrolidonyl, 
2,5-dioxopyrrolidinyl, 2-benzoxa2olinonyl, 1,1-dioxotetrahydrothienyl, 
2,4-dioxoimida2olidinyl, 2-oxo-l,3,4-(4-triazolinyl), 2.oxa2olidinonyl, 5,6-dihydrouracilyl, 
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1,3-benzodioxolyl, l,2.4-oxadia2olyl. 2-azabicyclo[2.2.1]heptyl. 4-thiazolidonyl, morphoUno. 
2-oxotetrahydrofuranyl, tetrahydrofuranyl, 23-dihydiobenzofuranyl, benzothienyl, 
tetrahydropyranyl, piperidyl. l-oxo-l^-dihydroisoindolyl. piperazinyl, thiomorphoUno, 
1,1-dioxothiomorpholino, tetrahydropyranyl, U-dioxolanyl. homopiperazinyl, thienyl, 
5 isoxazolyl, imidazolyl, pyrrolyl. thiadiazolyl, isothiazolyl, 1,2,4-triazolyl, 1,3.4-triazolyl, 
pyranyl. indolyl. pyrimidyl. thiazolyl, pyrazinyl. pyridazinyl, pyridyl, 4-pyridonyl. quinolyl 

and 1-isoquinolonyl. 

A "carbocyclyl" is a saturated, partially saturated or unsaturated, mono or WcycUc 
carbon ring that contains 3-12 atoms; wherein a -CH2- group can optionally be replaced by a 

10 -C(0)-. Particularly "carbocyclyl" is a monocyclic ring containing 5 or 6 atoms or a bicycUc 
ring containing 9 or 10 atoms. Suitable values for "carbocyclyl" iriclude cyclopropyl, 
cyclobutyl. 1-oxocyclopentyl, cyclopentyl, cyclopentenyl, cyclohexyl. cyclohexenyl. phenyl, 
naphthyl, tetralinyl. mdanyl or l-oxoindanyl. More particularly "caibocyclyl" is cyclopropyl. 
cyclobutyl, 1-oxocyclopentyl, cyclopentyl, cyclopentenyl. cyclohexyl, cyclohexenyl, phenyl 

15 or l-oxoindanyl. 

An example of "Ci-ioalkanoyloxy" and "Ci^alkanoyloxy" is acetoxy. Examples of 
"Ci.ioalkoxycarbonyl" and "C^salkoxycarbonyl" include methoxycarbonyl, ethoxycarbonyl, 
n- and f-butoxycarbonyl. Examples of "Cuoalkoxy" and "C^alkoxy" include methoxy, 
ethoxy and propoxy. Examples of "C,.,oalkanoylamino" and "C^alkanoylamino" include 
20 formamido, acetamido and propionylamino. Examples of "C,.6alkanoyl-N-(Ci^alkyl)amino" 
include acetyl-TV-methylamino and propionyl-iV-ethyl-amino. Examples of "Ci.toalkylS(0), 
wherein a is 0 to 2" and "Ci^alkylS(0)a wherein a is 0 to 2" include methylthio. ethylthio, 
methylsulphinyl. ethylsulphinyl, mesyl and ethylsulphonyl. Examples of "Cioalkanoyl" and 
"C^alkanoyl" include Csalkanoyl. propionyl and acetyl. Examples of 'W-Cd-ioalkyDamino" 
25 and 'W-(Ci^salkyl)anuno" include methylamino and ethylammo. Examples of 
'W.iV-(Ci.ioalkyl)2anrino" and •W.N-(Ci^ialkyl)2amino" include di-iV-methylammo, 
di-(iV-ethyl)amino and iV-ethyl-iV-methylamino. Examples of 'Cz-ioalkenyr and"C2.6allcenyl" 
are vinyl. aUyl and 1-propenyl. Examples of "CMoalkynyl" and "CMallcynyl" are ethynyl, 
1-propynyl and 2-propynyl. Examples of "C2.6alkylene" are ethylene, propylene andbutylene. 
30 Examples of "Cj-ealkenyloxy" are vinyloxy, allyloxy and 1-propenyloxy. Examples of 
"N-(Ci.,oalkyl)sulphamoyl" and 'W-(Ci.«alkyl)sulphamoyl" are N-(Ci.3alkyl)sulphamoyl, 
Ar-(methyl)sulphamoyl and N-(ethyl)sulphamoyl. Examples of 'W-(Ci.,oalkyl)2Sulphamoyl" 
and 'W-(Ci.6alkyl)2Sulphamoyr are ////-(dimethyl)sulphamoyl and 
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iV-(methyl)-iV-(ethyl)sulphamoyl. Examples of "JV-CCMoalky^carbamoyl" and 
'W-(Ci^alkyl)carbamoyr' are methylaminocarbonyl and ethylaminocarbonyl. Examples of 
"iV;iV-(CMoalkyl)2carbamoyl" and "iV;iV-(Ci^alkyI)2caibamoyl" are dimethylaminocarbonyl 
and methylethylaminocarbonyl. Examples of 'W-(CMoalkyl)caibamoyl" and 

5 "iV-(Ci^a]kyl)carbamoyloxy" are methylaminocarbonyloxy and ethylaminocarbonyloxy. 
Examples of "iV.iV-(CMoalkyl)2carbamoyl" and "MiV"(Ci^alkyl)2carbamoyloxy" are 
dimethylaminocarbonyloxy and methylethylaminocarbonyloxy. Examples of 
"Ci-^alkylsulphonyl" are mesyl and ethylsulphonyl. Examples of "CMoalkylsulphonylamino" 
and "Ci-ealkylsulphonylamino" are mesylamino and ethylsulphonylamino. Examples of 

10 "Ci^alkylsiilphonyl-7V-(Ci^alkyl)amino" are mesyl-//-methylamino . 

'VUljriOUA^ItVilJf A"! W^jri.CUlll.llW. XJ/VCUAI^A^O V/A A1 -^WI^UUXJAyUAAWAUV/ UXW AT -AA^WkAAJf AMA.WA.WW «4AtV* 

i^-i-propylureido. Examples of 'W-(Ci^alkyl)ureido*' are W-methylureido and 
A^-i-propylureido. Examples of *W,iV -(Ci^aIkyl)2ureido" are N'.JV -dimethylureido and 
iV'-methyI-//'-ethylureido. Examples of *W-(Ci^alkyl)-7V-(Ci-6alkyl)ureido" are 

15 iV',7\^-dimethylureido and A^'-methyl-N-ethyluieido. Examples of 

'W,A^'-(Ci-6alkyl)2-/V-(Ci^alkyl)ureido'' are //'.iV'-dimethyl-AT-methylureido and 
N-methyl-N-ethyl-iV-r-butylureido. Examples of *W.7V,iV-(Ci.ioalkyl)3ammonio" are 
trimethylamino and methyldiethylamino. Examples of "Ci-ioalkoxycarbonylamino" and 
"Ci^alkoxycarbonylamino" are methoxycarbonylamino and f-butoxycarbonylamino. 

20 Examples of *W-(CMoalkyl)sulphamoylamino" are iV-methylsulphamoylamino and 
Ar-ethylsulphamoylamino. Examples of "iV;iV-(Ci.ioalkyl)2Sulphamoylamino" are 
A/^W-dimethylsulphamoylamino and iV-methyl-N-ethylsulphamoylamino. Examples of 
"carbocyclylCMoalkyr' include benzyl and phenethyL Examples of "heterocyclylCi-ioalkyl" 
include 2-morphoinopropyl and pyiidylmethyl. Examples of "phenylCj^alkoxy" include 

25 2-phenylethoxy and 2-phenylpropoxy. . 

A suitable phazmaceutically acceptable salt of a compound of the invention, or other 
compounds disclosed herein, is, for example, an acid-addition salt of a compound of the 
invention which is sufficiently basic, for example, an acid-addition salt with, for example, an 
inorganic or organic acid, for example hydrochloric, hydiobromic, sulphuric, phosphoric, 

30 trifluoroacetic, citric, acetate or maleic acid. In addition a suitable pharmaceutically 

acceptable salt of a compound of the invention which is sufficiently acidic is an alkali metal 
salt, for example a sodium or potassium salt, an alkaline earth metal salt, for example a 
calcium or magnesium salt, an ammonium salt or a salt with an organic base which affords a 
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physiologically-acceptable cation, for example a salt with methylamine, dimethylamine, 
trimethylamine, piperidine, morpholine or tris-(2-hydroxyethyl)aimne. 

The compounds of the formula (I), or other compounds disclosed herein, may be 
administered in the form of a pro-drug which is broken down in the human or animal body to 
5 give a compound of the formula (I), examples of pro-drugs include in vivo hydiolysable esters 
and in vivo hydrolysable amides of a compound of the formula (I). 

An in vivo hydrolysable ester of a compound of the formula (I), or other compounds 
disclosed herein, containing caiboxy or hydroxy group is, for example, a pharmaceutically 
acceptable ester which is hydrolysed in the human or animal body to produce the parent acid 
10 or alcohol. Suitable pharmaceutically acceptable esters for carboxy include Cualkoxymethyl 
esters for example methoxymethyi, Ci^aikaiioylOAymcithyl esters for example 
pivaloyloxymethyl, phthalidyl esters, Ca-scycloalkoxycaibonyloxyCi^alkyl esters for example 
1-cyclohexylcarbonyloxyethyl; l,3-dioxolen-2-onylmethyl esters for example 
5-methyH,3-dioxolen-2-onylmethyl; and Ci-galkoxycarbonyloxyethyl esters for example 
15 1-methoxycarbonyloxyethyl and may be formed at any carboxy group in the compounds of 
this invention. 

An in vivo hydrolysable ester of a compound of the formula (I), or other compounds 
disclosed herein, containing a hydroxy group includes inorganic esters such as phosphate 
esters and a-acyloxyalkyl ethers and related compounds which as a result of the in vivo 
20 hydrolysis of the ester breakdown to give the parent hydroxy group. Examples of 

a-acyloxyalkyl ethers include acetoxymethoxy and 2,2-dimethylpropionyloxy-methoxy. A 
selection of in vivo hydrolysable ester forming groups for hydroxy include alkanoyl, benzoyl, 
phenylacetyl and substituted benzoyl and phenylacetyl, alkoxycarbonyl (to give alkyl 
carbonate esters), dialkylcarbamoyl andiSr-(dialkylaminoethyl)-iV-alkylcarbamoyl (to give 
25 carbamates), dialkylaminoacetyl and cacboxyacetyl. Examples of substituents on benzoyl 
include morpholino and piperazino linked from a ring nitrogen atom via a methylene group to 
the 3- or 4- position of the benzoyl ring. 

A suitable value for an in vivo hydrolysable amide of a compound of the formula (I), 
or other compounds disclosed herein, containing a carboxy group is, for example, a 
30 iV-Ci^alkyl or iV,iV-di-Ci,6alkyl amide such as JV-methyl. W-ethyl, iV-propyl, //.//-dimethyl, 
//-ethyl-//-methyl or iV.//-diethyl amide. 

Some compounds of the fonnula Q) may have chiral centres and/or geometric 
isomeric centres (B- and Z- isomers), and it is to be understood that the invention 
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encompasses all such optical, diastereoisomers and geometric isomers that possess cholesterol 
absorption inhibitory activity. 

The invention relates to any and all tautomeric forms of the compounds of the formula 
(I) that possess cholesterol absorption inhibitory activity, 
5 It is also to be understood that certain compounds of the formula (I) can exist in 

solvated as well as unsolvated forms such as, for example, hydrated forms. It is to be 
understood that the invention encompasses all such solvated forms wliich possess cholesterol 
absorption inhibitory activity. 

Particular values are as follows. Such values may be used where appropriate with any 
10 of the definitions, claims or embodiments defined hereinbefore or hereinafter. 

Ring A is selected from thienyl. 

Ring A is selected from phenyl. 

Xis-CR^R^ 

Xis-0-. 

15 X is -NR*-; wherein R* is hydrogen or Ci-6allcyl. 

X is -S(0)aS wherein a is 0-2. 

X is -CR^R^- wherein one of R^ and R^ is hydrogen and the other is hydroxy. 
Xis-CHa-. 
Xis-CH(OH)-. 
20 Xis-C(0>, 
Xis-S-. 
Xis -S(0>. 
Xis -S(0)2-. 

X is selected from -CR^R^-, -O- and -S(0)a-; wherein a is 0-2. 
25 X is selected from -CR^R^-, -O- and -S(0)a-; wherein a is 0-2; and R^ and R^ are 

independently selected from hydrogen and hydroxy; or R^ and R^ together fom an oxo group. 
X is selected from -CH2-, -CH(OH)-, -C(0)-, -0- -S-, -S(0)-and -S(0)2-. 
Yis-CR^^ 
Yis-O-. 

30 Y is -NR*-; wherein R^ is hydrogen or CMalkyl. 

Y is -S(0)a-; wherein a is 0-2. 

Y is -CR'^R^- wherein R"^ and R^ are both hydrogen. 
Yis -CH2-. 
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Yis-S-. 
Yis-S(0)-. 

Y is selected from -CR^*- and -S(0)g-; a is 0 or 1. 

Y is selected from -CR*R*- and -S(0)a-; a is 0 or 1; wherein R* and R' are both 
5 hydrogen. 

Yis-CH2-,-S-or-S(0)-. 

X is -CR*R'- and Y is -CR^*- wherein one of R* and R' is hydrogen and the other is 
hydroxy; and wherein R'* and R^ ace both hydrogen. 
Xis-CH2-andYis-S-. 
10 Xis-C(0)-andYis-S-. 

Xis-C(O)-andYis-S(0)-. 

Xis.CH2-andYis-S(0)2-. 

Xis -C(0)- and Y is -S(0)2-. 
15 Xis-0-andYis-CH2-. 

X is -CHOH- and Y is -S(0)a-; wherein a is 0-2. 

Xis-CHOH-andYis -S-, 

X is - CHOH- and Y is -S(0)-. 

X is - CHOH- and Y is -S(0)2-. 
20 RMshalo. 

is fluoro. 

is 4-fluoro if Ring A is phenyl 
b is 0-2; wherein the values of R^ may be the same or different 
bis 0-1. 
25 bisl. 

bisO. 

b is 1; wherein the substituent is para to the X group if Ring A is phenyl. 
R^ and R^ are independentty selected from hydrogen and hydroxy; or R^ and R^ 
together form an oxo group. 
30 R^ and R^ are independenfly selected from hydrogen and hydroxy. 

One of R^ and R^ is hydrogen and the other is hydroxy. 
R"* and R^ are both hydrogen. 
R^ is halo or Ci^alkoxy. 
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is halo. 

is fluoro or metfaoxy. 
R^ is fluoro. 

R^ is 4-fluoro or 4-methoxy. 
5 R^ is 4-fluoro. 

c is 0-2; wherein the values of may be the same or different. 

c is 0-1. 

cisl. 

cisO. 

10 c is 1; wherein the substituent is para to the nitrogen of the a2etidin-2-one ring. 

R*^ is methoxyGr ethoxy. 
R'' is fluoro or methoxy. 

d is 0-2; wherein the values of R^ may be the same or different, 
d is 0-1. 
15 disO, 

R^ is hydrogen. 
R^^ is hydrogen. 

R^^ and R^^ are independently selected from hydrogen or caibocyclyl. 
R^' and R^^ are independently selected from hydrogen or phenyl. 
20 One of R" and R^^ is hydrogen and the other is phenyl or both R" and R" are 

hydrogen. 

R" and R^^ are independenfly selected from hydrogen, Ci^alkyl or caibocyclyl; 

wherein R^^ and R^^ may be independently optionally substituted on carbon by one or more 

substituents selected from R^. 
25 R^ ^ and R" are independendy selected from hydrogen, methyl, ethyl, butyl, isobutyl 

or phenyl; wherein R" and R^^ may be independently optionally substituted on carbon by one 

or more substituents selected from R . 

R" and R" are independenfly selected from hydrogen, C^alkyl or caibocyclyl; 

wherein R" and R^^ may be independenfly optionally substituted on carbon by one or more 
30 substituents selected from R^; wherein R" is selected from hydroxy, amino, carbamoyl, 

Ci-ioalkoxycarbonyl, Ci-ioalkoxycarbonylamino, carbocyclyl or caiboxy; wherein R^ maybe 

optionally substituted on carbon by one or more R^°; wherein R^° is hydroxy. 
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R" and R" are independently selected from hydrogen, methyl, ethyl, butyl, isobutyl 
or phenyl; wherein R" and R^^ may be independently optionally substituted on carbon by one 
or more substituents selected from R^; wherein R^ is selected from hydroxy, amino, 
carbamoyl, ethoxycarbonyl, f-butoxycaibonylamino, phenyl or carboxy; wherein R^ may be 
5 optionally substituted on carbon by one or more R^; wherein R^ is hydroxy. 

R" and R^^ are independently selected from hydrogen, methyl, hydroxymethyl, 
2-carbamoylethyl, 2-(ethoxycarbonyl)ethyl, 2-carboxyethyl, 4-(f-butoxycarbonylamino)butyl, 
4-aminobutyl, isobutyl, phenyl, 4-hydroxyphenyl and 4-hydroxybenzyL 

One of R^^ and R^^ is hydrogen and the other is selected from hydrogen, methyl, 
10 hydroxymethyl, 2-carbamoylethyl, 2-(ethoxycarbonyl)ethyl, 2-carboxyethyl, 

4-hydroxybenzyL 

R^^ is hydrogen. 

R^* is Ci-ioalkyl, Ci-ioalkoxycarbonyl or carboxy; wherein R^^ may be optionally 
15 substituted on carbon by one or more substituents selected from R^^; or R^"^ is a group of 
formula (lA) as depicted above. 

R''* is Ci^alkyl, Ci-aalkoxycarbonyl or carboxy; wherein R^"^ may be optionally 
substituted on carbon by one or more hydroxy; or R^"^ is a group of formula (lA) as depicted 
above. 

20 R^'^ is 1,2,3,4,5-pentahydroxypentyl, r-butoxycarbonyl or carboxy; or R^"* is a group of 

formula (lA) as depicted above. 

R*"^ is hydroxy, Ci-ioalkyl, Cuoalkoxy, Ci-ioalkoxycarbonyl, carboxy or sulpho; 
wherein R^^ may be optionally substituted on carbon by one or more substituents selected 
from R^^; or R^^ is a group of formula (lA) (as depicted above). 
25 R^'* is hydroxy, pentyl, methoxy, ethoxycarbonyl, r-butoxycarbonyl, carboxy or 

sulpho; wherein R^^ may be optionally substituted on carbon by one or more substituents 
selected from R^^; or R^"^ is a group of formula (lA) (as depicted above). 
R*^ is hydrogen. 

R^^ and R" are independently selected from hydrogen, carboxy or Ci-aalkoxycarbonyl. 
30 R^^ and R" are independently selected from hydrogen, carboxy or r-butoxycarbonyl. 

One of R^^ and R" is hydrogen, and the other is hydrogen, carboxy or 
r-butoxycarbonyl. 
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R" and are independently selected from hydrogen, carboxy, Ci.6alkyl and 
Ci.6alkoxycaibonyl. 

R^^ and R" are independently selected from hydrogen, caiboxy, Ci^alkyl and 
r-butoxycarbonyl. 

5 R" is selected from hydroxy, Ci.ioalkoxy, Ci-ioalkoxycarbonyl or carboxy. 

R^^ is selected from hydroxy, Ci^alkoxy, Ci-ealkoxycarbonyl or carboxy. 
R*^ is selected from hydroxy, ^-butoxy, Nbutoxycarbonyl or caiboxy. 
R** is selected from hydroxy, Ci.ioalkyl. Ci-ioalkoxy, Ci-ioalkoxycarbonyl, carboxy 
and sulpho. 

10 R^^ is selected frdm hydroxy, methyl, r-butoxy. ethoxycarbonyl, ^-butoxycarbonyl, 

c9rboxy 2nd. sulphc, 

pisl. 

q is 0. 

risOorl. 
15 misO. 

misL 

misOorl. 

n is 1. 

R*"^ is hydroxy, Ci.ioalkyI, Ci.ioalkoxy, CMoalkoxycarbonyl, carboxy or sulpho; 
20 wherein R^"^ may be optionally substituted on carbon by one or more substituents selected 
from R^^; or R^* is a group of formula (lA) (as depicted above) wherein: 
R^^ is hydrogen; 

R^^ and R" are independently selected from hydrogen, carboxy, Ci^alkyl and 
Ci.^alkoxycarbonyl; 

25 R^8 is selected from hydroxy, Ci.ioalkyl, Ci.ioalkoxy, Ci-ioalkoxycarbonyl, carboxy 

and sulpho; 

pisl; 

q is 0; 

risOorl; 
30 misOorl; 

nisi; and 

R^^ is hydroxy. 
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R^* is hydroxy, pentyl, methoxy, ethoxycarbonyl, f-butpxycarbonyl, carboxy or 
sulpho; wherein R^^ may be optionally substituted on carbon by one or more substituents 
selected from R^'; or R^* is a group of formula (lA) (as depicted above) wherein: 

R*^ is hydrogen; 

5 R^^ and R" are independently selected from hydrogen, carboxy, Ci-ealkyl and 

f-butoxycarbonyl; 

R" is selected from hydroxy, methyl, r-butoxy, ethoxycarbonyl, f-butoxycarbonyl, 
carboxy and sulpho; 
pisl; 
10 qisO; 

±, i,t3 \J \JA. JLj 

misO or 1; 
n is 1; and 
R^^ is hydroxy. 

15 R^ is selected from hydroxy, amino, carbamoyl, Ci.ioalkoxycarbonyl, 

Ci-ioalkoxycaibonylamino, carbocyclyl or carboxy; wherein R^ may be optionally substituted 
on carbon by one or more R^^. 

R^ is selected from hydroxy, amino, carbamoyl, ethoxycarbonyl, 
f-butoxycarbonylamino, phenyl or carboxy; wherein R^ may be optionally substituted on 
20 carbon by one or more R^^ 

R^ is selected from hydroxy, amino, carbamoyl, Ci.ioalkoxycarbonyl, 
Ci-ioalkoxycarbonylamino, carbocyclyl or carboxy; wherein R^ may be optionally substituted 
on carbon by one or more R*°; wherein R^° is hydroxy. 

R^ is selected from hydroxy, amino, carbamoyl, ethoxycarbonyl, 
25 r-butoxycarbonylamino, phenyl or carboxy; wherein R^ may be optionally substituted on 
carbon by one or more R^°; wherein R^° is hydroxy. 
R^^ is hydroxy, 
is hydroxy. 

The side chain R^*-[C(R")VC(R")(R^^)-N(R^VC(0).[C(R^]n-0- is 
30 iV-(2-sulphoethyl)carbamoylmethoxy; iV-(carboxymethyl)carbamoyhnethoxy; 
iV-(2-hydroxyethyl)carbamoyhnethoxy;iV-(2-methoxyethyl)caibamoylmethoxy; 
Ar-[2-(carboxy)ethyl]caibamoylmethoxy;iV-[(S)-l-(carboxy)ethyl]carbamoylmethoxy; 
iV-[(R)-l-(caiboxy)ethyl]carbamoylmethoxy;iV-[(S)-ar(carboxy)ben2yl]carbamoyto^ 
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N-[(R)-a-(carboxy)beazyl]carbainoylinethoxy; 

N-(^butoxycarbonylmethyl)caIbamoylmethoxy; 

iV-[2-(r-butoxycaibonyl)ethyl]caibaiiioylmethoxy; 

N-[{Sy 1 ,3-bis-(carboxy)propyllcaibainoylmethoxy; 
5 N-((R)-l-carboxy-3-methylbutyl)carbamoylinethoxy; 

N-[(S)-l-(f-butoxycaibonyl)ethyl]caibamoylniethoxy; 

iV-[(R)-l-(f-butoxycarbonyl)ethyl]caibamoybiiethoxy; 

iV-[(R)-a-(Nbutoxycarbonyl)benzyl]caibanioylinethoxy; 

iV-[(S)-l<caiboxy>5-(aimno)pentyl]carbamoylmethoxy; 
10 //.[(R)-l-(carboxy)-2-(hydroxy)ethyllcarbamoylniethoxy; 

iY-[(S)-l 3-bis-(ethoxycarbonyi)propyi]carbaiiioyimam^ 

iV-[(R)-ot-(carboxy)-4-(hydroxy)benzyl]carbamoylmethoxy; 

//-[iV-(carboxymethyl)carbainoylmethyl]carbamoylmethoxy; 

iV-[(S)-l-(carboxy>3-(carbanioyl)propyl]carbamoylmethoxy; 
15 iV-{(R)-a-[N-(carboxymetiiyl)carbamoyl]benzyl}carbamoylmethoxy; 
iV.[Ar<methoxycarbonylmethyl)carbamoylmethyl]carbamoylmethoxy; 
N-((S)-l-{Af-[(S)-l-(carboxy)ethyl]carbamoyl}ethyl)carbamoylmet^^^ 
N-{(2-(S)-3-(RH^(R>5KR)-2,3A5,6-pentahydroxyhexyl)c 
N-{(R>a-[N<Nbutoxycarbonylmethyl)carbamoyl]ben2yl}carbamoytei^ 
20 N-{(R)-a-[Ar-(2-sulphoethyl)carbamoyl]4-hyckoxybenzyl}carbamoylm^ 
W-{Af-[0R)-l-(carboxy)-2-(hydroxy)ethyl]carbamoylmethyllcarbamoyl^^ 
//,[(S)-l-(^butoxyca^bonyl)-5<^butoxyca^bonylaImno)pentyl]ca^bamoylme^^ 
iV-((S)-l-{A^-[(S)-l-(Nbutoxycarbonyl)ethyl]carbamoyl}ethyl)carbamoylm^ 
/^.{(R)-a-[iV-((S)-l-carboxypropyl)carbamoyl]4-hyd^xybenzyl}caibamoy^^^ 
25 //-((R)-a-{Ar-[(S)-l-(carboxy)-2-(hydroxy)ethyl]carbamoyl}benzyl)c^^ 
/^.{/V^-[(R)-^(^butoxycarbonyl)-2<^butoxy)ethyl]carbamoylmethyl} 
^'-((R)-a-{^-(S)-[l-(^butoxycarbonyl)-2-(^butoxy)ethyl]c^^ 

xy. 

Therefore in another aspect of the invention, there is provided a compound of formula 
30 (I) (as depicted above) wherein: 
Ring A is phenyl; 
Xis-CRV-; 
Yis-CR^S 
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is halo; 
bisl; 

One of and R^ is hydrogen and the other is hydroxy; 
R* and R^ are both hydrogen; 
5 R^ is halo; 

cisl; 
disO; 

R^ is hydrogen; 
R^^ is hydrogen; 

10 R^ * and R^^ are independently selected from hydrogen or carbocyclyl; 

R^"* is Ci.ioalkyl, Ci.ioalkoxycarbonyl or carboxy; wherein R^"* may be optionally 
substituted on carbon by one or more substituents selected from R^^; or R'"^ is a group of 
formula (lA) as depicted above; 

R^^ is hydrogen; 

15 R^^andR^^ are independently selected from hydrogen, carboxy or Ci-^alkoxycarbonyl; 

R^* is selected from hydroxy, Ci.ioalkoxy, Ci.ioalkoxycarbonyl or carboxy; 

pisl; 

q is 0; 

risOorl; 
20 misO; 

nis 1; 

R^^ is hydroxy; 

or a phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Therefore in another aspect of the invention, there is provided a compound of fonnula 
25 (I) (as depicted above) wherein: 

Ring A is selected from phenyl; 

X is -CR^R^- and Y is -CR^^- wherein one of R^ and R^ is hydrogen and the other is 
hydroxy; and wherein R* and are both hydrogen; 
R^ is 4-fluoro; 
30 bisl; 

R^ is 4-fluoro; 

cisl; 

disO; 
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is hydrogen; 
is hydrogen; 

One of R" andR^^ is hydrogen and the other is phenyl or both R" andR" are 
hydrogen; 

5 R" is 1,2.3,4,5-pentahydroxypentyl, r-butoxycarbonyl or caiboxy; or R*^ is a group of 

formula (lA) as depicted above; 
R^^ is hydrogen; 

One of R'^ and r" is hydrogen, and the other is hydrogen, carboxy or 
f-butoxycarbonyl; 

10 r" is selected from hydroxy, r-butoxy, f-butoxycarbonyl or carboxy; . 

r> re 1 • 
r -» 

q is 0; 
risOorl; 
mis 0; 
15 n is 1; 

R*^^ is hydroxy; 

or a phaimaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Therefore in another aspect of the invention, there is provided a compound of formula 
(I) (as depicted above) wherein: 
20 Ring A is selected from phenyl or thienyl; 

X is selected from -CR^R^-, -O- and -S(0)a-; wherein a is 0-2; and R^ and R^ are 
independently selected from hydrogen and hydroxy; or R^ and R^ together form an oxo group; 

Y is selected from -CR^^- and -S(0)a-; a is 0 or 1; wherein R'* and R^ are both 
hydrogen; 
25 RMshalo; 
b is 0-1; 
R^ is halo; 
c is 0-1; 
disO; 

30 R' is hydrogen; 

R^^ is hydrogen; - 

r" and R*^ are independently selected from hydrogen, CMalkyl or carbocyclyl; 
wherein R" and R^^ may be independently optionally substituted on carbon by one or more 
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substituents selected from R^; wherein is selected from hydroxy, amino, carbamoyl, 
Ci-ioalkoxycarbonyl, Ci.ioalkoxycarbonylamino, carbocyclyl or carboxy; wherein may be 
optionally substituted on carbon by one or more R**'; wherein R^° is hydroxy; 
R" is hydrogen; 

5 R^* is hydroxy, Ci-ioalkyl, Ci-ioalkoxy, Ci.ioalkoxycarbonyl, carboxy or sulpho; 

wherein R^* may be optionally substituted on carbon by one or more substituents selected 
from R^^; or R^^ is a group of formula (lA) (as depicted above) wherein: 
R^^ is hydrogen; 

R^^ and R^^ are independently selected from hydrogen, carboxy, Cj^alkyl and 
10 Ci-6alkoxycarbonyl; 

— - 'w w**^ , W|.XU**^^*"^J| WJ-iyMAAWrtJ WIMW/VJ 

and sulpho; 
pisl; 
qisO; 
15 risOorl; 

misOorl; 
nis 1; and 
R^^ is hydroxy; 

or a phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 
20 Therefore in another aspect of the invention, there is provided a compound of formula 

(I) (as depicted above) wherein: 

Ring A is selected from phenyl or thienyl; 

X is selected from -CH2-, "CH(OH)-, -C(0)-, -O- .S(0>and -S(0)2S 
Yis-CH2-,-S-or-S(0)-; 
25 R* is fluoro; 

bis 0-1; 
R^ is fluoro; 
c is 0-1; 
disO; 

30 R^ is hydrogen; 

R^^ is hydrogen; 

One of R^* and R^^ is hydrogen and the other is selected from hydrogen, methyl, 
hydroxymethyl, 2-carbamoylethyl, 2-(ethoxycarbonyl)ethyl, 2-carboxyethyl, 
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4.(r-butoxycarbonylamino)butyl. 4-amin6butyl, isobutyl, phenyl, 4-hydroxyphenyl and 
4-hydroxybenzyl; 

R^^ is hydrogen; 

R^* is hydroxy, pentyl, methoxy, ethoxycarbonyl, r-butoxycarbonyl, carboxy or 
5 sulpho; wherein R" may be optionaUy substituted on carbon by one or more substituents 
selected from R^^ or R^* is a group of formula (lA) (as depicted above) wherein: 
R" is hydrogen; 

R^^ and R^'' are independenfly selected from hydrogen, carboxy, Ci^alkyl and 
r-butoxycarbonyl; 

10 R" is selected from hydroxy, methyl, t-butoxy, ethoxycarbonyl, f-butoxycarbonyl, 

carboxy and sulpho; 

p is 1; 

q is 0; 

r is 0 or 1; 
15 misOorl; 

n is 1; and 

R^^ is hydroxy; 

or a phaimaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

In another aspect of the invention, preferred compounds of the invention are any one 
20 of the examples or a phaimaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof. 

In another aspect of the invention, preferred compounds of the invention are: 
l.(4-nuorophenyl)-3-[3<4-nuorophenyl>3-hydroxypropyl]-4-{4-[iV-((R>a-{N^ 
(caiboxy)-2-(hydroxy)ethyl]carbamoyl}benzyl)carbamoylmiethoxy]phenyl}^^^ 
25 l.(4-fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{Ar-[(R>a-(^ 

benzyllcarbamoylmethoxy}phenyl)azetidin-2-one; 
lK4-fluorophenyl)-3-[3K4-fluorophenyl)-3-hydroxypropyl]-4-{4-[iV'-(caA 

carbamoylmethoxylphenyl } azetidin-2-one; 

l-(4-fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyll-4-(4-{iV-[W^ 
30 carbamoylmethyl]cacbamoybnethoxy}phenyl)azetidin-2-one; 

l-(4-fluorophenyl)-3-[3-(4-fluorophenyl)-3.hydroxypropyl]-4-{4-[N^^^ 

carbamoylmethoxylphenyl } a2etidin-2-one; 
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l-(4-fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-{4-[W-(2-me^^ 
carbamoylmethoxylphenyl } azetidin-2-one; 

3-(RH-0R)-l-(phenyl)-3-(4-fluorobenzoylmethylsulphanyl)-4-{4-[i^^ 

carbanioylmethoxy]phenyl}azeticlin-2-one; 
5 3-(RH-(R)-l-(phenyl)-3-[2-(4-fluorophenyl)-2-hydroxyethyk 

(carboxymethyl)caibamoylmethoxy]phenyl } azetidin-2-one; 
. 3-ffl)-4-(R)-l.(phenyl)0-[2-(thien-3-yl)-2-hydroxyethylsu^^ 

carbamoylmethoxy]phenyl } azetidin-2-one; 

3-0RH-(R).l-(phenyl)-3-[2.(thim-3-yl>2-hydroxyethylsul^^ 
10 l-<carboxy)-2-(hydroxy)ethyl]carbamoyl }ben2yl)carbamoylmethoxy]phenyl }azetidin-2-one; 

(carboxy)-2-(hydroxy)ethyl]caibamoyl }benzyl)carbamoylmethoxy]phenyl } azetidin-2-one; 
and 

3-(R)-4~(R)4<phenyl)-3-[2-(4-fluorophenyl)-2-hydroxyethylsulphanyl]-4-{4-[^^ 
15 [(S)-l-(caiboxy)-2-(hydroxy)ethyl]carbamoyl}benzyl)carbamoylmethoxy]phenyl} aze 
one; 

or a phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Preferred aspects of the invention are those which relate to the compound of formula 
(I) or a phannaceutically acceptable salt thereof. 
20 Another aspect of the present invention provides a process for preparing a compound 

of formula (I) or a phannaceutically acceptable salt, solvate, solvate of such a salt or a 
prodmg thereof which process (wherein variable groups are, unless otherwise specified, as 
defined in formula (I)) comprises of: 
Process 1) reacting a compound of formula (II): 



25 




(H) 

with a compound of formula (EQ): 
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on) 



wherein L is a displaceable group; 
Process 2) reacting an acid of formula (IV): 




dV) 

or an activated derivative thereof; with an amine of formula (V): 

R" 



R 



R"^ iiO 



(V) 

10 Process 3): for compounds of formula (I) wherein R'* is a group of formula (lA); reacting a 
compound of formula (VI) wherein R" is carboxy, or an activated derivative thereof, with an 
amine of formula (VI): 



Rl7 «16 



pNH 



(VI) 



15 Process 4 ): for compounds of formula (I) wherein R''* is a group of formula (JA), Z is 
-N(R^^)C(0)- and q is 1; reacting an acid of formula (VII): 
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R9 R'^ R'^ O 



(VII) 

or an activated derivative thereof; with an amine of formula (Vm): 

IS 17 

5 (vm) 

Process 5): for compounds of formula (I) wherein R'* is a group of formula (lA) and R'* is a 
group of formula (IB); reacting an acid of formula (I) wherein R" is a group of formula (lA) 
and R^' is carboxy, or an activated derivative thereof, with an amine of formula (IX) 



R20 



19 



10 OX) 
Process 6): reacting a compound of formula (X): 




T>14 



(X) 



with a compound of formula (XI): 




15 



(XD 
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wherein L is a displaceable group; 

Process 7): for compounds of formula (I) wherein X is selected from -0-, -NR*- and -S(0)a- 
wherein a is 0; reacting a compound of formula (XII): 

»14 





5 (XII) 

wherein L is a displaceable group; with a compound of fomula (Xm): 

(xm) 

Process 8): for compounds of fonnula (J) wherein X is selected from -0-, -NR*- and -S(0)a- 
10 wherein a is 0; reacting a compound of formula (XTV): 



HX^ Y 




with a compound of formula QSY): 



15 (XV) 
wherein L is a displaceable group; 

Process 9): for compounds of formula (I) wherein Y is selected from -0-, -NR*- and -S(0)a- 
wherein a is 0; reacting a compound of formula (XVI): 
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R" 



R9 RlO Rl3 



(XVI) 

with a compound of fonnula QLVH): 

5 (xvn) 

wheidn L is a displaceable group; 

Process 10): for compounds of fonnula (D whraein Y is selected from -0-, -NR'- and -S(0),- 
whcrein a is 0; reacting a compound of fonnula (XVni): 





R" 



Jn N . 

R9 RlO Rl3 




14 



10 



(R«)c 
(xvm) 

wherein L is a displaceable groiq); with a compound of fonnula COX): 

/-X^X^ YH 

(XIX) 

Process 11): for compounds of fonnula Q) wherein X or Y is -S(0)a- and a is 1 or 2; 
15 oxidizing a compound of fonnula (D wherein X or Y is -S(0).- and a is 0 (for compounds of 
fonnula 0) wherein and a is 1 or 2) or a is 1 (for compounds of fonnula (I) wherein and a is 
2); 

and thereafter if necessary or desirable: 
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i) converting a compound of the formula (I) into another compound of the formula (I); 

ii) removing any protecting groups; 

iii) forming a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug; or 

iv) separating two or more enantiomers. 

5 L is a displaceable group, suitable values for L are for example, a'halogeno or 

sulphonyloxy group, for example a chloro, bromo, methanesulphonyloxy or 
toluene-4-sulphonyloxy group. 

Specific reaction conditions for the above reactions are as follows. 
Process 1 ): Alcohols of formula (II) may be reacted with compounds of formula (IH) in the 

10 presence of a base for example an inorganic base such as sodium carbonate, or an organic 
base such as Hunigs base, in the presence of a suitable solvent such as acetoniiiilc, 
dichloromethane or tetrahydrofuran at a temperature in the range of 0°C to reflux, preferably 
at or near reflux. 

Compounds of formula (II) wherein X is -CR Y is selected from -CR'^R^-, and 
15 R^ together form an oxo group and R"^ and R^ are both hydrogen; may be prepared according 
to the following scheme: 




cnb)CR«). K>f( 

(Uc) ^\ 



Bu,N. 
ClCO(CHj)jCO^e 

Old) 



(R^)c 




OBn 



(COCl)a ZnCla 




OBn 



20 



(Hg) 

Scheme 1 

Followed by removal of the benzyl protecting group. 

Compounds of formula (II) with different values of X and Y may be prepared by the 
above scheme, but with modifications that would be known to the skilled man. For example 
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compound (Eh) could be modified to give other values of and or compound (Eld) could 
be substituted for an alternative compound that had the desired functionality, this compound 
could potentially include Ring A. 

Compounds of formula (in) are commercially available compounds, or they are 
5 known in the literature, or they arepiepared by standard processes known in the art. 

Process 2), Process 3), Process 4) and Process 5): Acids and amines may be coupled together 
in the presence of a suitable coupling reagent. Standard peptide coupling reagents known in 
the art can be employed as suitable coupling reagents, for example carbonyldiimidazole and 
dicyclohexyl-carbodiimide, optionally in the presence of a catalyst such as 

10 dimethylaminopyridine or 4-pyrrolidinopyridine. optionally in the presence of a base for 
example .tnethylainine, pyridi:ie, cr 2,6 di'^!A:}'^pyridinc3 such as.2,6-iudcliuc or 
2,6-di-rert-butylpyridine. Suitable solvents include dimethylacetamide, dichloromethane, 
benzene, tetrahydrofuran and dimethylformamide. The coupling reaction may conveniently be 
performed at a temperature in the range of -40 to 40°C. 

15 Suitable activated acid derivatives include acid halides, for example acid chlorides, 

and active esters, for example pentafluorophenyl esters. The reaction of these types of 
compounds with amines is well known in the art, for example they may be reacted in the 
presence of a base, such as those described above, and in a suitable solvent, such as those 
described above. The reaction may conveniently be performed at a temperature in the range of 

20 -40to40°C. 

Acids of formula (IV) and (VII) may be prepared from compounds of formula (II) by 
reacting them with the appropriate, optionally protected, side chain using the conditions of 
Process I), 

Amines of formula (V), (VI), (VIII) and (IX) are conmiercially available compounds, 
25 or they are known in the literature, or they are prepared by standard processes known in the 
art. 

Process 6): Compounds of formula (X) may be reacted with compounds of formula (XI) in 
the presence of a base for example an inorganic base such as sodium carbonate, or an organic 
base such as Hunigs base, in the presence of a suitable solvent such as acetonitrile, 
30 dichloromethane, DMF or tetrahydrofuran at a temperature in the range of 0°C to reflux, 
preferably at or near reflux. Alternatively this reaction may be performed using transition 
metal chemistry known to the skilled person, for example copper or palladium chemistry. 
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Compounds of fonnula (X) may be prepared according to Scheme 1 with a suitable 
replacement for compound (lib), for example benzylamine, followed by debenzylation at an 
appropriate point in the synthetic scheme. 

Compounds of formula (XI) are commercially available compounds, or they are 

5 known in the literature, or they are prepared by standard processes known in the art 

Process 7), Process 8), Process 9) and Process 10): these compounds may be reacted together 
in the presence of a base for example an inorganic base such as sodium carbonate, or an 
organic base such as Hunigs base, in the presence of a suitable solvent such as acetonitrile, 
dichloromethane or tetrahydrofiiran at a temperature in the range of 0°C to reflux, preferably 

10 at or near reflux. 

Compounds of formula (Xn), (XTv), (X vTj and (Xvin) may be prepared according 
to Scheme 1 with a suitable replacement for compound (lid). 

Compounds of formula (XIII), (XV), (XVII) and (XIX) are commercially available 
compounds, or they are known in the literature, or they are prepared by standard processes 
15 known in the art. 

Process II): These compounds may be oxidised under standard sulphur oxidation conditions; 
for example using hydrogen peroxide and trifluoroacetic acid at a temperature in the range of 
0°C to reflux, preferably at or near room temperature. 

It will be appreciated that certain of the various ring substituents in the compounds of 

20 the present invention may be introduced by standard aromatic substitution reactions or 
generated by conventional functional group modifications either prior to or immediately 
following the processes mentioned above, and as such are included in the process aspect of 
the invention. Such reactions and modifications include, for example, introduction of a 
substituent by means of an aromatic substitution reaction, reduction of substituents, alkylation 

25 of substituents and oxidation of substituents. The reagents and reaction conditions for such 
procedures are well known in the chemical' art. Particular examples of aromatic substitution 
reactions include the introduction of a nitro group using concentrated nitric acid, the 
introduction of an acyl group using, for example, an acyl halide and Lewis acid (such as 
aluminium trichloride) under Friedel Crafts conditions; the introduction of an alkyl group 

30 using an alkyl halide and Lewis acid (such as aluminium trichloride) under Friedel Crafts 
conditions; and the introduction of a halogeno group. Particular examples of modifications 
include die reduction of a nitro group to an amino group by for example, catalytic 
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hydrogenation with a nickel catalyst or treatment with iron in the presence of hydrochloric 
acid with heatmg; oxidation of alkylthio to alkylsulphinyl or alkylsulphonyl. 

It will also be appreciated that in some of the reactions mentioned hfcrein it may be 
necessary/desirable to protect any sensitive groups in the compounds. The instances where 
5 protection is necessary or desirable and suitable methods for protection are known to those 
skilled in the art. Conventional protecting groups may be used in accordance with standard 
practice (for illustration see T.W. Green, Protective Groups in Organic Synthesis, John Wiley 
and Sons, 1999). Thus, if reactants include groups such as amino, carboxy or hydroxy it may 
be desirable to protect the group in some of the reactions mentioned herein. 

10 A suitable protecting group for an amino or alkylamino group is, for example, an acyl 

group, for exaiuplc an alkanoyl groop such as acetyl, an alkoxycafboiiyi ^oup, for example a 
methoxycaibonyl, ethoxycarbonyl or ^-butoxycarbonyl group, an arylmethoxycarbonyl group, 
for example benzyloxycarbonyl, or an aroyl group, for example benzoyl. The deprotection 
conditions for the above protecting groups necessarily vary with the choice of protecting 

15 group. Thus, for example, an acyl group such as an alkanoyl or alkoxycarbonyl group or an 
aroyl group may be removed for example, by hydrolysis with a suitable base such as an alkali 
metal hydroxide, for example lithium or sodium hydroxide. Alternatively an acyl group such 
as a r-butoxycarbonyl group may be removed, for example, by treatment with a suitable acid 
as hydrochloric, sulphuric or phosphoric acid or trifluoroacetic acid and an 

20 arylmethoxycarbonyl group such as a benzyloxycarbonyl group may be removed, for 

example, by hydrogenation over a catalyst such as palladium-on-carbon, or by treatment with 
a Lewis acid for example boron tris(trifluoroacetate). A suitable alternative protecting group 
for a primary amino group is, for example, a phthaloyl group which may be removed by 
treatment with an alkylamine, for example dimethylaminopropylamine, or with hydrazine. 

25 A suitable protecting group for a hydroxy group is, for example, an acyl group, for 

example an alkanoyl group such as acetyl, an aroyl group, for example benzoyl, or an 
arylmethyl group, for example benzyl. The deprotection conditions for the above protecting 
groups will necessarily vary with the choice of protecting group. Thus, for example, an acyl 
group such as an alkanoyl or an aroyl group may be removed, for example, by hydrolysis with 

30 a suitable base such as an alkali metal hydroxide, for example lithium or sodium hydroxide. 
Alternatively an arylmethyl group such as a benzyl group may be removed, for example, by 
hydrogenation over a catalyst such as palladium-on-carbon. 
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A suitable protecting group for a carboxy group is, for example, an esterifying group, 
for example a methyl or an ethyl group which may be removed, for example, by hydrolysis 
with a base such as sodium hydroxide, or for example a r-butyl group which may be removed, 
for example, by treatment with an acid, for example an organic acid such as trifluoroacetic 
5 acid, or for example a benzyl group which may be removed, for example, by hydrogenation 
over a catalyst such as palladium-on-carbon. 

The protecting groups may be removed at any convenient stage in the synthesis using 
conventional techniques well known in the chemical art. 

As stated hereinbefore the compounds defined in the present invention possess 
10 cholesterol absorption inhibitory activity. These properties may be assessed, using the 
folio wing bio logic si test. 

In vivo testing of cholesterol absorption inhibitors 

C57BL/6 female mice were maintained on regular chow diet and housed in individual 
cages to collect faeces. Mice were fasted for 3 hours and then gavaged with vehicle or 

15 compound. Half an hour later the mice were gavaged with radiolabelled cholesterol. Two or 
six hours after the C-cholesterol gavage blood samples were taken via the tail and plasma 
prepared to determine how much cholesterol were absorbed. 24 hours after the gavage of C- 
cholesterol the mice were bled to death and plasma were prepared for analysis. Faeces were 
collected for 24 hours to assess absorption efficiency. 

20 References 

1. E. A. Kirk, G. L. Moe, M. T. Caldwell, J. A. Lemmark, D. L. WUson, R. C. LeBoeuf. 
Hyper- and hypo-responsiveness to dietary fat and cholesterol among inbred mice: searching 
for level and variability genes. J. lipid Res. 1995 36:1522-1532. 

2. C. P. Carter, P. N. Howies, D. Y. Hui. Genetic variation in cholesterol absorption 
25 efficiency among inbred strains of mice, J. Nutr. 1997 127:1344-1348. 

3. C. D. JoUey, J. M. Dietschy, S. D. Turley. Genetic differences in cholesterol absorption in 
129/Sv and C57BU6 mice: effect on cholesterol responsiveness. Am. J. Physiol. 1999 
276:G1117-G1124. 

Absorption 

30 The absorption of the compounds of formula Q) was tested in a Caco-2 cells model 

(Gastroenterology 1989, 96, 736). 

The data below shoes that Example 24 shows much lower absorption compared witii 
ezetimibe (US RE37721). 
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Compound 


Example 24 


Ezetimibe 


Apparent partition coefficient; Papp [cna/s] 


0.24 X 10*"' 


21 X 10*"' 



According to a further aspect of the invention there is provided a pharmaceutical 
composition which comprises a compound of formula (I), or a pharmaceutically acceptable 
salt, solvate, solvate of such a salt or a prodrug thereof, as defined hereinbefore in association 
with a phaimaceutically-acceptable diluent or carrier. 



5 The composition may be in a form suitable for oral administration, for example as a 

tablet or capsule, for parenteral injection (including intravenous, subcutaneous, intramuscular, 
intravascular or infusion) as a sterile solution, suspension or emulsion, for topical 
administration as an ointment or cream or for rectal administration as a suppository. 

In general the above compositions may be prepared in a GonventiGnal manner using 

10 conventional excipients. 

The compound of formula (I), or a phamaceutically acceptable salt, solvate, solvate 
of such a salt or a prodrug thereof, will normally be administered to a warm-blooded animal at 
a unit dose within the range of approximately 0.02-100 mg/kg, preferably 0.02 -50 mg/kg, 
and this normally provides a therapeutically-effective dose. A unit dose form such as a tablet 

15 or capsule will usually contain, for example 1-250 mg of active ingredient. Preferably a daily 
dose in the range of 1-50 mg/kg, particularly 0.1-10 mg/kg is employed. In another aspect a 
daily dose in the rage of 0.01-20 mg/kg is employed. However the daily dose will necessarily 
be varied depending upon the host treated, the particular route of administration, and the 
severity of the illness being treated. Accordingly the optimum dosage may be deteimined by 

20 the practitioner who is treating any particular patient. 

According to a further aspect of the present invention there is provided a compound of 
the formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, as defined hereinbefore for use in a mefliod of prophylactic or therapeutic 
treatment of a warm-blooded aninfial, such as man. 

25 We have found that the compounds defined in the present invention, or a 

pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, are 
effective cholesterol absorption inhibitors, and accordingly have value in the treatment of 
disease states associated with hyperlipidaemic conditions. . 

Thus according to this aspect of die invention there is provided a compound of the 

30 formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug 
thereof, as defmed hereinbefore for use as a medicament. 
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According to another feature of the invention there is provided the use of a compound 
of the fonnula (JL\ or a pharmaceuticaUy acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, as defined hereinbefore in the manufacture of a medicament for use in the 
production of a cholesterol absorption inhibitory effect in a warm-blooded animal, such as 
5 man. 

According to another feature of the invention there is provided the use of a compound 
of the formula (I), or a pharmaceuticaUy acceptable salt, solvate, solvate of such a salt or a . 
prodrug thereof, as defined hereinbefore in the production of a cholesterol absorption 
inhibitory effect in a warm-blooded animal, such as man. 
10 Herein, where the production of a cholesterol absorption inhibitory effect or a 

snltablv this relates to the treatment of hyperlipidaemic 
conditions in a warm-blooded animal, such as man. Additionally is relates to the treatment of 
dysUpidemic conditions and disorders such as hyperlipidaemia, hypertrigliceridemia, 
hyperbetalipoproteinemia (high LDL), hyperprebetalipoproteinemia (high VLX)L), 
15 hyperchylomicronemia, hypolipoproteineniia, hypercholesterolemia, hyperlipoproteinemia 
and hypoalphalipoproteinemia Oow HDL) in a warm-blooded animal, such as man. 
Furthermore it relates to the treatment of different clinical conditions such as atherosclerosis, 
arteriosclerosis, arrhythmia, hyper-thrombotic conditions, vascular dysfunction, endothelial 
dysfunction, heart failure, coronary heart diseases, cardiovascular diseases, myocardial 
20 infarction, angina pectoris, peripheral vascular diseases, inflammation of cardiovascular 
tissues such as heart, valves, vasculature, arteries and veins, aneurisms, stenosis, restenosis, 
vascular plaques, vascular fatty streaks, leukocytes, monocytes and/or macrophage 
infiltration, intimal, thickening, medial thinning, infectious and surgical trauma and vascular 
thrombosis, stroke and transient ischaemic attacks in a warm-blooded animal, such as man. It 
25 also relates to the treatment of atherosclerosis, coronary heart diseases, myocardial infarction, 
angina pectoris, peripheral vascular diseases, stroke and transient ischaemic attacks in a 
warm-blooded animal, such as man. 

The production of a cholesterol absorption inhibitory effect or a cholesterol lowering 
effect also relates to a method of treating and/or preventing atherosclerotic lesions, a method 
30 of preventing plaque rupture and a method of promoting lesion regression. Furthermore it 
relates to a method of inhibiting monocytes-macrophage accumulation in atherosclerotic 
lesions, a method of inhibiting expression of matrix metalloproteinases in atherosclerotic 
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lesions, a method of inhibiting the destabilization of atherosclerotic lesions, a method for 
pieventing atherosclerotic plaque mpture and a method of treating unstable angina. 

The production of a cholesterol absorption inhibitory effect or a cholesterol lowering 
effect also relates to a method of treating sitosterolemia. 

5. Compounds of formula (I), or a phamiaceutically acceptable salt, solvate, solvate of 

such a salt or a prodrug thereof may also have value in the treatment or prevention of 
Alzeheimer*s Disease (see for example WO 02/096415). Therefore in a further aspect of the 
invention, there is provided a compound of formula (I), or a pharmaceutically acceptable salt, 
solvate, solvate of such a salt or a prodrug thereof, for use in the treatment or prevention of 

10 Alzeheimer's Disease. 

Compounds of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of 
such a salt or a prodrug thereof may also have value in the treatment or prevention of vascular 
inflammation (see for example WO 03/026644). Therefore in a further aspect of the invention, 
there is provided a compound of formula (I), or a pharmaceutically acceptable salt, solvate, 

15 solvate of such a salt or a prodrug tiiereof , for use in the treatment or prevention of vascular 
inflammation. 

According to a further feature of this aspect of the invention there is provided a 
method for producing a cholesterol absorption inhibitory effect in a warm-blooded animal, 
such as man, in need of such treatment which comprises administering to said animal an 

20 effective amount of a compound of formula (I), or a pharmaceutically acceptable salt, solvate, 
solvate of such a salt or a prodrug thereof. 

The cholesterol absorption inhibitory activity defined hereinbefore may be applied as a 
sole therapy or may involve, in addition to a compound of the invention, one or more other 
substances and/or treatments. Such conjoint treatment may be achieved by way of the 

25 simultaneous, sequential or separate administration of the individual components of the 
treatment According to this aspect of the invention there is provided a pharmaceutical 
product comprising a compound of the formula (I), or a pharmaceutically acceptable salt, 
solvate, solvate of such a salt or a prodrug thereof, as defined hereinbefore and an additional 
cholesterol absorption inhibitory substance as defined hereinbefore and an additional 

30 hypolipidaemic agent for the conjoint treatment of hyperlipidaemia. 

In another aspect of the invention, the compound of formula (I), or a pharmaceutically 
acceptable salt, solvate, solvate of such a salt or a prodrug thereof, may be administered in 
association with cholesterol biosynthesis inhibitors, or pharmaceutically acceptable salts. 
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solvates, solvates of such salts or prodnigs thereof. Suitable cholesterol biosynthesis 
inhibitors include HMG Co-A reductase inhibitors, squalene synthesis inhibitors and squalene 
epoxidase inhibitors. A suitable squalene synthesis inhibitor is squalestatin 1 and a suitable 
squalene epoxidase inhibitor is NB-598. 
5 In this aspect of the invention, the compound of formula (I), or a pharmaceutically 

acceptable salt, solvate, solvate of such a salt or a prodrug thereof, may be administered in 
association with an HMG Co-A reductase inhibitor, or pharmaceutically acceptable salts, 
solvates, solvates of such salts or prodrugs thereof. Suitable HMG Co-A reductase inhibitors, 
pharmaceutically acceptable salts, solvates, solvates of such salts or prodrugs thereof arc 
10 statins well known in the art. Particular statins are fluvastatin, lovastatin, pravastatin, 

simvastatin, atorvastatin, cerivastatin. bervastatin. dalvastatin. mevastatin and rosuvastatin. or 
a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. A 
further particular statin is pitvastatin, or a pharmaceutically acceptable salt, solvate, solvate of 
such a salt or a prodrug thereof. A particular statin is atorvaistatin, or a pharmaceutically 
15 acceptable salt, solvate, solvate of such a salt or a prodrug thereof. A more particular statin is 
atorvastatin calcium salt. A further particular statin is rosuvastatin, or a pharmaceutically 
acceptable salt, solvate, solvate of such a salt or a prodrug thereof. A preferable particular 
statin is rosuvastatin calcium salt. . 

Therefore in an additional feature of the invention, there is provided a combination of 
20 a compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof and an HMG Co-A reductase inhibitor, or a pharmaceutically 
acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Therefore in an aidditional feature of the invention, there is provided a method for 
producing a cholesterol lowering effect in a warm-blooded animal, such as man, in need of 
2S such treatment which comprises administering to said animal an effective amount of a 

compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt 
. or a prodrug thereof in simultaneous, sequential or separate administration with an effective 
amount of an HMG Co-A reductase inhibitor, or a pharmaceutically acceptable salt, solvate, 
solvate of such a salt or a prodrug thereof. 
30 According to a further aspect of the invention there is provided a pharmaceutical 

composition which comprises a compound of formula (I), or a pharmaceutically acceptable 
salt, solvate, solvate of such a salt or a prodrag thereof, and an HMG Co-A reductase 
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inhibitor, or a phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug 
thereof, in association with a phannaceutically acceptable diluent or carrier. 

According to a further aspect of the present invention there is provided a kit 
comprising a compound of formula (I), or a phannaceutically acceptable salt, solvate, solvate 
5 of such a salt or a prodrug thereof, and an HMG Co-A reductase inhibitor, or a 
phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

According to a further aspect of the present invention there is provided a kit 
comprising: 

a) a compound of formula (I), or a phannaceutically acceptable salt, solvate, solvate of such a 
10 salt or a prodrag thereof, in a first unit dosage form; 

bVaji HIMG Co-A T^ductP.sc- inhibitor- or e phBimac^uticBlly Ecc^pt^blc sslt, solvate, solvate 

of such a salt or a prodrug thereof; in a second unit dosage form; and 

c) container means for containing said first and second dosage fomis. 

According to a further aspect of the present invention there is provided a kit 
15 comprising: 

a) a compound of formula (I), or a phamnaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof, together with a phannaceutically acceptable diluent or carrier, in a 
first unit dosage form; 

b) an HMG Co-A reductase inhibitor, or a phannaceutically acceptable salt, solvate, solvate 
20 of such a salt or a prodrug thereof, in a second unit dosage form; and 

c) container means for containing said first and second dosage forms. 

According to another feature of the invention there is provided the use of a compound 
of the formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, and an HMG Co-A reductase inhibitor, or a pharmaceutically acceptable salt, 
25 solvate, solvate of such a salt or a prodmg thereof, in the manufacture of a medicament for 
use in the production of a cholesterol lowering effect. 

According to a further aspect of the present invention there is provided a combination 
treatment comprising the administration of an effective amount of a compound of the formula 
OD, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, 
30 optionally together with a pharmaceutically acceptable diluent or carrier, with the 

simultaneous, sequential or separate administration of an effective amount of an HMG Co-A 
reductase inhibitor, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
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prodrug thereof, optionally together with a pharmaceutically acceptable diluent or carrier to a 
warm-blooded animal, such as man in need of such therapeutic treatment. 

According to an additional further aspect of the present invention there is provided a 
combination treatment comprising the adn[unistration of an effective amount of a compound 
S of the formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, optionally together with a pharmaceutically acceptable diluent or carrier, 
with the simultaneous, sequential or separate administration of a matrix metalloproteinase 
inhibitor. 

In another aspect of the invention, the compound of formula (I), or a pharmaceutically 

10 acceptable salt, solvate, solvate of such a salt or a prodrug thereof, may be administered in 
association with an ileal bile acid (IB AT) inhibitor or a pharmaceutically acceptable salt, 
solvate, solvate of such a salt or a prodrug thereof. Suitable compounds possessing such IB AT 
inhibitory activity have been described, see for instance hypolipidaemic compounds described 
in WO 93/16055, WO 94/18183, WO 94/18184, WO 96/05188, WO 96/08484, WO 

15 96/16051. WO 97/33882, WO 98/38182, WO 99/35135, WO 98/40375, WO 99/64409, WO 
99/64410, WO 00/01687, WO 00/47568. WO 00/61568, DE 19825804, WO 00/38725, WO 
00/38726, WO 00/38727. WO 00/38728, WO 00/38729, WO 01/66533, WO 02/50051 and 
EP 0 864 582 and the compound described in these patent applications, particularly claim 1, 
are incorporated herein by reference. 

20 Further suitable compounds possessing IB AT inhibitory activity have been described 

in WO 94/24087. WO98/07749, WO 98/56757, WO 99/32478. WO 99/35135, WO 00/20392, 
WO 00/20393, WO 00/20410, WO 00/20437. WO 01/34570. WO 00/35889, WO 01/68637, 
WO 01/68096, WO 02/08211, WO 03/020710, WO 03/022825. WO 03/022830, WO 
03/022286, JP 10072371. US 5070103. EP 251 315, EP 417 725. EP 489 423. EP 549 967. 

25 EP 573 848, EP 624 593. EP 624 594, EP 624 595, EP 869 121 and EP 1 070 703. and the 
contents of these patent applications, particularly the compounds described in claim 1 and the 
named examples, are incorporated herein by reference. 

Particular classes of IB AT inhibitors suitable for use in the present invention are 
benzothiepines. Other suitable classes of IB AT inhibitors are the 1,2-benzothiazepines, 1,4- 

30 benzothiazepines and / or 1,5-benzothiazepines. A further suitable class of BAT inhibitors is 
the 1,2,5-benzothiadiazepines. 
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One particular suitable compound possessing IB AT inhibitory activity is (3i?,5jR)-3- 
buiyl-3-etliyl-l,l-cUoxido-5-phenyl-23.4,5-tetiahydro-1.4-benzothiM^ 
glucopyranosiduronic acid (EP 864 582). 

A further suitable compound possessing IBAT inhibitory activity is S-8921 (EP 597 



WO 99/32478 

Other particular suitable compound possessing IBAT inhibitory activity include: 
10 ia-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8<iV-{0R)-r-phenyl-r-[i^^^ 

carbamoyl]methyl } carbamoylmethoxy)-2,3 ,4,5-tetrahydro-l ,5-benzothia2epine; 
1 ,l-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(JV-{ (R)-a-[N'-(carboxymethyl)carbamoyl]-4- 
hydroxybenzyl}caibamoyhnethoxy)-2,3i4,5-tetrahydro-1.5-benzothiazepine; 
ia-dioxo-3>dibutyl-5-phenyl-7-methyltWo-8-(iV-{(R)-l*-phen 
15 sulphoethyl)carbamoyl]methyl}carbamoylmethoxy)-2,3,4.5-tetrahydro-l,5-benzotWa2epin^ 
iaHUoxo-3-butyl-3-cthyl-5-phenyl-7-niethylthio-8-(A^{(R)-r-phenyl4'-^^ 
sulphoethyl)caibamoyl]methyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzothia2epine; 
l,l-dioxo-33-dibutyl-5-phenyl-7-methylthio-8-(7V'-{(R)-a-[Ar^2-sulphoeA^^ 
hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzothiazepine; 
20 ia-dioxo-3-butyl-3-ethyl-5-phenyl-7-methylthio-8-(A^{(R)-a-[iV-(2-sd 

carbamoyl]-4-hydroxybenzyl}carbamoybnethoxy)-2,3,4,54etrahydrc>-l,5-ben20thiaze 
l,l-dioxo-3-butyl-3-ethyl-5-phenyl-7-methylthio-8-(iV-{ (R)-a-[iV -(2- 
carboxyethyl)caibamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzothiazepine; 



*5 107). 



A further suitable IBAT inhibitor is the compound: 




O, 
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14-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(A^-{0R>a^ 

hydroxybenzyl}carbamoylmethoxy)-23,4,54etrahydro-l,5-beiaothiazepine 

1 ,l-dioxo-3-butyl-3-ethyl-5-phenyl-7-methylthio-8-(iV-{ (R)-a-[N'-(5-carboxypentyl) 

carbamoyllbenzyl } carbamoylmethoxy)-2,3 ,4,5-tetrahydro-l ,5-ben2othiazepine; 

5 14-dioxo-3,3-d[ibutyl-5-phenyl-7-methylthio-8-(//-{(R)-a-[iVH2-caiboxye 
benzyl}carbamoylmethoxy)-23i4,5-tetrahydrc>-l,5-benzothiazepine; 
ia-dioxo-3.3-dibutyl-5-phenyl-7-methylthio-8-(iV-{a-[iV-(2-sulphoet^^^ 
fluorobenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydn3hl,5-benzothia^ 
lJ-dioxch3-butyl-3-^thyl-5-phenyl-7-methylthio-8-(iV-{(R)-a-[^^^ 

10 carboxyethyl)carbamoyl]ben2yl}carbamoylinethoxy)-23.4,5-tetrahydix)- 
lJ-diQXQ-3,3-dibutyl-5-phenyl-7-methylLhio-8-(A'-{(R)-a- 

carboxyethyl)carbamoyl]beiizyl}caibamoylmethoxy)-2,3A5-tetrahydro-l,5-benzoM 

.ia-dioxo.33"dibutyl.5-phenyl.7-methylthio-8-{N-[(R)-a.(Ar'-{^^^ 

carboxyethyl)carbamoyl] -2-hydroxyethyl }carbainoyl)benzyl]carbamoyhnethoxy } -2,3 ,4,5- 
15 tetrahydro-l.S-benzothiazepine; 

l,l-dioxo-3-butyl-3-ethyl-5-phenyl-7-methylthio-8-(iV-{a-[i\^-(carboxymethyl)^ 

benzyi}carbamoylinethoxy)-2,3,4,5-tetrahydro-l,5-benzothiazepine; 

l,lHiioxo-3-butyl-3-ethyl-5-phenyl-7-methylthio-8-(iV-{a-[N-((ethoxy)(m^ 

methyl)carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzot^^ 
20 ia-dioxc>3-butyl-3-ethyl-5-phenyl-7-methylthio-8-{iV-[(R)-a-(iV'-{ 2- 

[(hydroxy)(methyl)phosphoryl]ethyl}carbamoyl)benzyI]carbamoylmethoxy}-2,3,^ 

tetrahydro-1 ,5-benzothiazepine; 

l,l-dioxc)-33-dibutyl-5-phenyl-7-methyltMo-8-(N.{(R)-a-[N^^ 

carboxyethyl)carbamoyl]benzyl}carbamoylmethoxy)-23,4,5-tetrahydro-l,5-benzothiazepi^^ 
25 ia-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-{iV-[(R)-aKA^-{2-[(m^ 

phosphoryl]ethyl } carbamoyl)-4-hydroxybenzyl]carbamoylmethoxy } -2,3 .4,5-tetrahydro 
benzothiazepinc; 

lA-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-{iV-[(R)-a-(A^'-{2-[(methyl)(hy^^ 
phosphoryl] ethyl } carbamoyl)-4-hydroxybenzyl]carbamoyIinethoxy }-2,3 ,4,5-tetrahydro- 1 ,5- 
30 benzothiazepine; 
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iaKlioxo-3,3-<iibutyl-5-phenyl-7-methylthio-8-(JV-{(R)-a-[(R) 

carboxyethyl)carbamoyl]benzyl}carbamoylmethoxy)-23,4,5-tetrahydro-l,5-benzot^ 

and 

14-(Uoxo-3,3-^butyl-5-phenyl-7-methoxy-8-[i\^{(R)-cXr[i^ 
5 hyciroxybenzyl}carbamoylmethoxy]-23,4,5-tetrahydro-l,5-benzothiM^ 

or a phaimaceutically acceptable salt, solvate, solvate of such a salt or a prodmg thereof. 

Additional suitable IB AT inhibitors for combination with compounds of the present 
invention are those described in WO 03/020710. Further suitable compounds possessing 
IBAT inhibitory activity have the following structure of formula (AI): 



10 




wherein: 

One of and are selected from hydrogen or Ci-ealkyl and the other is selected 
from Ci^alkyl; 

15 R* is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 

sulphamoyl, Ci^alkyl, CiJealkenyl, Ca-^alkynyl, Ci^alkoxy, Ci^alkianoyl, Ci^alkanbyloxy. 
iV-(Ci-6alkyl)amino, //,iV-(Ci.6alkyl)2amino, Ci^alkanoylamino. iV-(Ci^alkyl)caibamoyl, 
iV;iV-(Ci-6alkyl)2caibamoyl, Ci^alkylS(0)a wherein a is 0 to 2, Ci-ealkoxycaibonyl, 
//-(Ci^alkyl)sulphamoyl and //,N-(Ci-6alkyl)2Sulphamoyl; 

20 vis 0-5; 

one of R"* and R^ is a group of formula (AIA): 
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and R* and the other of R" and R^ are independently selected ftom hydrogen, halo, 
nitre, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci^allqrl, 
Ca^alkenyl, Cz^alkynyl. C^alkoxy, Ci.6aUcanoyl, Cualkanoyloxy, iV-(Ci^alkyl)amino, 
;\r.iV-(Ci^alkyl)2amino, Ci^jalkanoylamino, A^(Cualkyl)carbamoyl, 
5 //.i\^-(Ci.6aIkyl)2carbamoyl, Ci^alkylS(0)a wherein a is 0 to 2, Ci^alkoxycarbonyl, 

;\^-(C,^aIkyl)sulphamoyl and iV,iV-(Ci.6alkyl)2Sulphamoyl; wherein and and the other of 
R and R^ may be optionally substituted on carbon by one or more R"; 

X is -0-, -N(R»)-, -S(OV or -CH(R^).; wherein R" is hydrogen or C^jalkyl and b is 0- 

2; 

10 Ring A is aryl or heteroaiyl; wherein Ring A is optionally substituted on carbon by 

one or more substituents selected from R"; 

*K' is hydrogen, Ci^allcyl, carbocyclyl or heterocyclyl; wherein R' is optionally 
substituted on carbon by one or more substituents selected from R"; and wherein if said 
heterocyclyl contains an -NH- group, that nitrogen may be optionally substituted by a group 

15 selected from R"; 

R' is hydrogen or Ci^alkyl; 
R' is hydrogen or Ci^alkyl; 

R" is hydrogen, halo, nitro, cyano, hydroxy, amino, carbamoyl, mercapto, 
sulphamoyl, hydroxyaminocarbonyl, Ci.ioalkyl, Cj-ioalkenyl. Cj-ioalkynyl, C,.,oalkoxy. 

20 Cioalkanoyl, C,.,oalkanoyloxy, iV-(Ci.,oalkyl)amino, W(CMoalkyl)2amino. 
MA';//-(Ci.ioalkyl)3ammomo, Cuoalkanoylamino, //-(Cnoalkyl)caibamoyl, 
iV,iV-(Ci.ioalkyl)2carbamoyl, C,.ioaIkylS(0), wherein a is 0 to 2, iV-(C,.,oalkyl)sulphanioyl, 
A^.iV-(CMoalkyl)2Sulphamoyl,;V-(Ci.toalkyl)sulphamoylamino, 
;\^,7\^-(Ci.ioalkyl)2SulphamoyIamino, Ci.ioalkoxycarbonylamino, carbocyclyl, 

25 carbocyclylCi.ioalkyI, heterocyclyl, heterocyclylCnoalkyl, 
carbocyclyl-(Ci.ioalkylene)p-R^'-(Ci.ioalkylene)q- or 

heterocyclyl-(Ci.,oalkylene)rR22-(Ci.,oalkyleHe)sS wherein R^^ is optionally substituted on 
carbon by one or more substituents selected from R^; and wherein if said heterocyclyl 
contains an -NH- group, that nitrogen may be optionally substituted by a group selected from 
30 R"; or R'° is a group of formula (AIB): 
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I 

R 



(AIB) 



wherein: 



5 



R^^ is hydrogen or Ci^alkyl; 

are independently selected from hydrogen, halo, nitro, cyano, hydroxy, 



amino, carbamoyl, mercapto, sulphamoyl, Ci-ioalkyl, C2-ioalkenyl, C2.ioalkynyl, CMoalkoxy, 
Ci.ioalkanoyl, Ci.ioalkanoyloxy, //-(CMoalkyl)amino, iV,iV-(CMoalkyl)2amino, 
Ci.ioalkanoylamino, iV-(CMoalkyl)carbanioyl, MiV-(CMoalkyl)2carbamoyl, Ci.ioalkylS(0)a 
wherein a is 0 to 2, A^-(CMoalkyl)sulphamoyl, iV,iV-(Ci.ioalkyl)2Sulphamoyl, 
10 //-(CMoalkyl)sulphamoylamino, iV,A^-(Ci.ioalkyl)2Sulphamoylamino, carbocyclyl or 

heterocyclyl; wherein R^^ and R^^ may be independently optionally substituted on caibon by 
one or more substituents selected from R^; and wherein if said heterocyclyl contains an -NH- 
group, that nitrogen may be optionally substituted by a group selected from R^; 



IS mercapto, sulphamoyl, hydroxyaminocaibonyl, Ci.ioalkyl, C2.ioalkenyl, C2.ioalkynyU 
Ci-ioalkoxy, Ci-ioalkanoyl, Ci-ioalkanoyloxy, //-(CMoalkyl)amino, iV,iV-(CMoalkyl)2amino, 
//,iViiV-(Ci.ioalkyl)3ammonio, Ci-ioalkanoylamino, iV-(Ci.ioalkyl)caibamoyl, 
iV;/^-(CMoalkyl)2carbamoyl, Ci.ioalkylS(0)a wherein a is 0 to 2, iV-(Ci-ioalkyl)sulphamoyl, 
iV,//-(Ci-ioalkyl)2Sulphamoyl, iV-(Ci-ioalkyl)sulphamoylainino, 

20 iV^7/-(Cuioalkyl)2Sulphamoylamino, Ci.ioalkoxycarbonylamino, carbocyclyl, 
caibocyclylCi-ioalkyl, heterocyclyl, heterocyclylCnoalkyl, 
carbocyclyl-(Ci.ioalkylene)p-R^^-(CMoalkylene)q- or 

heterocyclyl-(Ci.ioalkylene)r-R^^-(Ci.ioaIkylene)s-; wherein R^'* may be optionally substituted 
on carbon by one or more substituents selected from R^^; and wherein if said heterocyclyl 
25 contains an -NH- group, that nitrogen may be optionally substituted by a group selected from 
or R^* is a group of formula (AIC): 



R is selected from hydrogen, halo, nitro, cyano, hydroxy, amino, ca]1)amoyl, 




R 



IS 



(AIC) 



R is hydrogen or Ci-^alkyl; 
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R" is hydrogen or Ci^alkyl; wherein R^^ may be optionaUy substituted on carbon by 
one or more groups selected from R^^; 

n is 1-3; wherein the values of R^ may be the same or different; 

R", R^^ R^', R^, R^, R^' or R^^ are independently selected from halo, nitro, cyano, 
5 hydroxy, amino, carbamoyl, mercdpto, sulphamoyl, hydroxyaminocarbonyl, Ci-ioalkyl, 
C2.ioalkenyl. Cwoalkynyl. Ci.ioalkoxy, CMoalkanoyl. Ci.ioalkanoyloxy. /^.(CMoalkyl)amino, 
iV,W-(Ci.ioalkyl)2amino. iV,//,iV-(CMoalkyl)3ammonio, Ci-ioalkanoylaniino, 
iV.(CMoalkyl)carbamoyl, iV,iV-(CMoalkyl)2carbamoyl, GMoalkylS(0)a wherein a is 0 to 2, 
JV-(CMoalkyl)sulphamoyl, //,iV-(CMoalkyl)2Sulphamoyl, ;V-(CMoalkyl)suIphamoylamino, 
10 iV,iV-(Ci-ioalkyl)2Sulphainoylamino, Ci.ioalkoxycarbonylamino. carbocyclyl, 
carbocyclylCi.ioalVyl: beterocyclyl, heterocyclylCi-!oalkyl; 
carbocyclyl-(CMoalkylene)p-R^^-(Ci.ioalkylene)q- or 

heterocyclyl-(Ci.ioalkylene)rR^^-(Ci-ioalkylene)s-; wherein R^'', R^^ R^^ R^, R^, R^^ or R^^ 
may be independently optionally substituted on carbon by one or more R^"*; and wherein if 
15 said heterocyclyl contains an -NH- group, that nitrogen may be optionally substituted by a 
group selected from R^^; 

R^\ R^^ R^'', R^, R^^ or R^^ are independently selected from -0-, -NR^-, -S(0)x-, 
-NR^^C(0)NR^'-, -NR^'C(S)NR^^-, -OC(0)N=C-, -NR^^C(0)- or .C(0)NR^-; wherein R^** is 
selected from hydrogen or Ci^alkyl, and x is 0-2; 
20 p. q» r and s are independently selected from 0-2; 

R^ is selected from halo, hydroxy, cyano, carbamoyl, ureido, amino, nitro. carbamoyl, 
mercapto, sulphamoyl. trifluoromethyl, trifluoromethoxy, methyl, ethyl, methoxy. ethoxy, 
vinyl, allyl, ethynyl, formyl, acetyl, formamido, acetylamino, acetoxy, methylamino, 
dimethylamino. N-mefliylcarbamoyl, W;iV-dimethylcarbamoyl, methylthio, methylsulphinyl, 
25 mesyl, iV-methylsulphamoyl, MW-dimethylsulphamoyl, iV-methylsulphamoylamino and 
JV;iV-dimethylsulphamoylamino; 

R^^ R^, R", R^** or R^^ are independently selected from Cj^alkyl. Ci-6alkanoyl, 
C^alkylsulphonyl, Ci-ealkoxycarbonyl, carbamoyl. N-(Ci.6alkyl)carbamoyl, 
MN-(Ci^alkyl)carbambyl, benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl; 
30 or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 
A particular IB AT inhibitor is selected from any one of Examples 1-44 of WO 
03/020710, or a pharmaceutically acceptable salt, solvate,. solvate of such a salt or a prodrug 
thereof, and the compounds of Examples 1-44 are incorporated herein by reference. Claims 1- 
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10 of WO 03/020710 are also incorporated herein by reference. A particular.IB AT inhibitor 
selected from WO 03/0207 10 is selected from any one of: 
14-dioxo-3,3-dibutyl.5-phenyl-7.methylthio-8-(A^-{CR)-a-[/V'-(^^^^ 
2,3,4,5,6-pentahydroxyhexyl)carbanioyl]benzyl}carbamoylmethoxy>23,4,54etrahyd^^ 
S benzothiazepine; 

ia.dioxo-3-butyl-3-ethyl-5-phenyl-7-methyltWo-8.(W-{(R)-a-[^^^ 

2,3,4,5,6-pentahydroxyhexyl)carbainoyl]benzyl}carbanioylmethoxy)-2,3,4,5-tetrahydro-l,5- 

benzothiazepine; 

14-dioxo-3-butyl-3-ethyl-5-phenyl-7-mcthylthio-8KA^-{(R)-a-[iV<(S)-l-carba^^ 
10 hydroxyethyl)carbamoyl]benzyl}carbamoylmethoxy)-23,4,5-tetrahydrp^l,5-ben^ 
1 J-uiGAO-3-butyl-3-eihyI-5-phenyi-7-methyithio-8-(A^^ { (R)-a-[iV-{hydroxycarbajiioyl- 
methyl)carbamoyl]benzyl } carbamoylmethoxy)-2,3|4,5-tetrahydro-l ,5-benzothiazepine; 
l,l-dioxo-3-butyl-3-ethyl-5-phenyl-7-inethyltWo-8-[iV-(CR)-a-{iV*-[2-(^^ 
ylureido)ethyl]carbanioyl}ben2yl)carbamoylmethoxy]-2,3,4,5-tetrahydro-l,5- 
15 benzothiazepine; 

l,l-dioxo-3-butyl-3-ethyl-5-phenyl-7-niethylthio-8-[A^(0R)-a-{Ar^ 

ylureido)ethyl]carbamoyl}benzyl)carbamoylmethoxy]-2,3,4,5-tetrahydro-l,5- 

benzothiazepine; 

ia-dioxo-3-butyl-3-ethyl-5-phenyl-7-methyltWo-8-(iV-{(R)-a-[A^^ 
20 butoxycarbonylpiperidin-4-yhnethyl)carbanioyl]benzyl}carbamoylniethoxy)-2,3.4,5- 
tetrahydro-1 ^-benzothiazepine; 

1 .l-dioxo-3-butyl-3-ethyU5-phenyl-7-methylthio-8-(A^-{ (R)-a-[Ar-(2,3- 
dihydroxypropyl)carbamoyl]benzyl } carbamoylmethoxy)-2,3 ,4,5-tetrahydro-l ,5- 
benzothiazepine; 

25 l,l-dioxo-3-butyl-3-ethyl-5-phenyl-7-methyIthio-8-[A^-((R)-a-{F-[2<3^di^^ 
2-methoxyethyl]carbamoyl}benzyl)carbamoylmethoxy]-2,3A5-tetrahydro-l,5- 
benzothiazepine 

l.I-dioxo-3-butyI-3-ethyl-5-phenyl-7-methylthio.8-(iV-{ (R)-a-[//'-(2- 
aminoethyl)carbarnoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzothiazepine; 
30 lJ-dioxo-3-butyl-3-ethyl-5-phenyl-7-methylthio-8-(Ar-{(R)-a-[iV'-(piperidin-4-ylmet^ 
carbanioyI]benzyl } carbamoylniethoxy)-2,3 ,4,5-tetrahydro- 1 ,5-benzothiazepine; or 



WO 2004/005247 



wo 2004/005247 PCT/GB2003/002811 

-46- 

ia-diox(>-3-butyl-3-ethyl-5-phenyl-7-methylthio-8-(^^ 
dlinethylaininosulphmoylethyl)caibamoyl]benzyl}caibamoylme&^ 
1 jS-benzothiazepine; 

or a phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Additional suitable IB AT inhibitors for combination with compounds of the present 
invention are those described in WO 03/022825. Further suitable compounds possessing 
IB AT inhibitory activity have the following structure of formula (BI): 




m 

10 wherein: 

One of and are selected from hydrogen or Ci^alkyl and the other is selected 
fromCi-ealkyl; 

R^ is selected from hydrogen, hydroxy, Ci^alkyl, CMalkoxy and Ci^alkanoyloxy; 

R' is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 
15 sulphamoyl, Ci^ealkyl, Ci^alkenyl, Cz^alkynyl, Cuealkoxy, Ci-ealkanoyl, Ci.6alkanoyloxy, 
iV-(Ci^alkyl)amino. iV,^-(Ci^alkyl)2amino, Ci-ealkanoylamino, iV-(Ci-6alkyl)carbamoyl, 
A^,7V-(Ci-6alkyl)2caibamoyl, Ci^alkylS(0)a wherein a is 0 to 2, Ci-^alkoxycarbonyl, 
iV-(Ci-6alkyl)sulphamoyl and //,//-(Ci^alkyl)2Sulphamoyl; 

y is 0-5; 

20 one ofR^andR* is a group of formula (BIA): 




r 

(BIA) 

and R* and the other of R** and R* are independently selected &om hydrogen, halo, 
nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci^alkyl, 
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C2ujalkenyl, C24alkynyl, CMalkoxy. CMalkanoyl, CMalkanoyloxy, N-(CMalkyl)amino, 
MA^(CMalkyl)2ainino, CMalkanoylamino, iV-(CMalkyl)caibainoyl, 
^,Af-(Ci-4alkyl)2carbamoyl, CMalkylS(0)a wherein a is 0 to 2, CMalkoxycaibonyl, 
//-(CMalkyl)sulphamoyl and MN-(CMalkyl)2Sulphamoyl; wherein and and the other of 
5 R* and R^ may be optionally substituted on carbon by one or more R'^ 

X is -0-. -N(R")-, -S(0)b- or -CH(R'^)-; wherein R* is hydrogen or Ci-ealkyl and b is 0- 

2; 

Ring A is aryl or heteroaryl; wherein Ring A is optionally substituted by one or more 
substituents selected from R^^; 
10 is hydrogen, Ci-4alkyl, carbocyclyl or heterocyclyl; wherein R^ is optionally 

substituted by one or more jiiibRtlUients selected from R^*; 
R* is hydrogen or CMalkyl; 
R^ is hydrogen or CMalkyl; 

R^^ is hydrogen, CMalkyl, carbocyclyl or heterocyclyl; wherein R^° is optionally 
15 substituted by one or more substituents selected from R^^; 

B}^ is carboxy, sulpho, sulphino, phosphono, •P(0)(OR')(OR'^), -P(0)(OH)(OR''), 
-P(0)(OH)(R*) or -P(0)(OR*')(R**) wherein R^ and R^ are independently selected from 
Ci-^alkyl; or R^^ is a group of formula (BIB): 

^12 

20 (BIB) 

wherein: 

Y is -N(R*)-, -N(R'')C(0)-, -0-, and -S(0)a-; wherein a is 0-2 and R'^ is hydrogen or 
CMalkyl; 

R" is hydrogen or CMalkyl; 
25 R^^andR^^ are independently selected from hydrogen, CMalkyl, carbocyclyl or 

heterocyclyl; wherein R'^ and R^^ may be independently optionally substituted by one or 
more substituents selected from R^*^; 

R*^ is carboxy, sulpho, sulphino, phosphono. -P(0)(OR*')(OR^), -P(0)(OH)(OR*'), 
-P(0)(OH)(R^ or -P(0)(OR^(R*) wherein R** and R^ are independentiy selected from 
30 Ci^alkyl; 

p is 1-3; wherein the values of R*^ may be the same or different; 
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q is 0-1; 

r is 0-3 ; wherein the values of R'^ may be the same or different; 

m is 0-2; wherein the values of may be the same or different; 

n is 1-3; wherein the values of may be the same or different; 
5 R^^, R" and R^* are independently selected from halo, nitro, cyano, hydroxy, amino, 

carboxy, carbamoyl, mercapto, sulphamoyl, Cualkyl, C2^alkenyl, C2-4alkynyl, Ciuialkoxy, 
Ci-4alkanoyl, Ci-4alkanoyloxy, iV-(CMallcyl)amino. N,iV-(CMalkyl)2amino, 
CMalkanoylamino, //-(CMallsyl)caibamoyl, //,A?-(CMalkyl)2carbamoyl, Ci.4alkylS(0)a 
wherein a is 0 to 2, CMalkoxycarbonyl, 7V-(CMalkyl)sulphamoyl and 
10 MW-(CMalkyl)2Sulphanioyl; wherein R^^, R^^ and R^^ may be independently optionally 
substituted on carbon by one or more R^^ : 

R^^ and R^^ are independently selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl. CMalkyl, C2^alkenyl, C2^alkynyl, CMalkoxy, 
Ci^alkanoyl, CMalkanoyloxy, iV-(CMalkyl)aniino, iY,//-(CMalkyl)2amino, 
15 CMaHcanoylamino, iV-(CMalkyl)carbamoyl, A^,iV-(CMalkyl)2carbamoyl, CMalkylS(0)a 
wherein a is 0 to 2, CMalkoxycarbonyl, iV-(Ci4alkyl)sulphamoyl, 

MiV-(CMalkyl)2Sulphamoyl, carbocyclyl, heterocyclyl, sulpho, sulphino, amidino, phosphono, 
-P(0)(OR^)(0R^). -P(0)(OH)(OR^), -P(0)(OH)(R") or -P(0)COR^)(R^), wherein R* and R^ are 
independently selected from Ci-ealkyl; wherein R*^ and R^ may be independently optionally 

20 substituted on carbon by one or more R^; 

R^^ and R^ are independently selected from halo, hydroxy, cyano, carbamoyl, ureido, 
amino, nitro, carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, 
methyl, ethyl, methoxy, ethoxy, vinyl, allyl, ethynyl, methoxycaibonyl, fonnyl, acetyl, 
formamido, acetylamino, acetoxy, methylamino, dimethylamino, /V^methylcarbamoyl, 

25 //,iV-dimethylcarbamoyl, methylthio, methylsulphinyl, mesyl, N-methylsulphamoyl and 
N,iV-dimethylsulphamoyl; 

or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

A particular IB AT inhibitor is selected from any one of Examples 1-7 of WO 
03/022825, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug 
30 thereof, and the compounds of Examples 1-7 are incorporated herein by reference. Claims 1-8 
of WO 03/022825 are also incorporated herein by reference. A particular IB AT inhibitor 
selected from WO 03/022825 is selected from any one of: 
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ia-dioxo-3(R)-3-butyl-3-ethyl-5-(R)-5-phenyl-8-[iVK(R)-a-€a^^ 

carbamoylmethoxy]-2,3A5-tetrahydro-l,4-benzothiazepine; 

14-dioxo-3(S>3-butyl.3-ethyl-5KS)-5-phenyl-8-[A^(CR)-a-carboxybeM^^ 

carbamoylmethoxy]-2,3,4,5-tetrahydro-l,4-benzothiazepine; 
5 1 J-dioxo-3CR)-3-butyl-3-cthyl-5-(R)-5-phenyl-8-(iV^{(R>^^^ 

benzyl }carbamoylmethoxy)-2,3,4,5-tetrahydro-l ,4-benzothia2epine; 

l.l-dioxo-3(S)-3-butylO-ethyl-5-(S)-5-phenyl-8-(iV-{(R)-a-[iV-(cai^ 

benzyl}carbamoylmethoxy)-2.3,4,54etrahydro-l,4-benzothia2epine; 

3,5-rranj-lJ-dioxo-3-ethyl-3-butyl.5-phenyl-7-bromo-8-(Ar-{(R)-a^ 
10 (carboxymethyl)carbamoyl]benzyl}.c2ri3amoylmethoxy)-2,3,4,S-teta^ . 

3,5-rranj-l,l-dioxo-3-(S)0-ethyl-3-butyl-4-hydroxy-5-(S)-5-phenyl-7-bro^^ 

[iV-(caiboxymethyl)caibamoyl]benzyl}carbamoylmethoxy)-23t4,5-tetrahy(ko^ 

benzothiazepine 

15 3,5-rranj-ia-cUoxo-3-(R)-3-ethyl-3-butyl4-hydroxy-5-(R)-5-^^^ 

[iV-(carboxymethyl)caibamoyl]benzyl}carbamoylmethoxy)-23i4,5-tetrahydr^^ 
benzothiazepine; 

3,5-rra«j-l,lHiioxo-3-ethyl-3-butyl-5-phenyl-7-niethylthio-8-(JV-{(R) 
(carboxymethyl)carbamoyl]benzyl }carbamoylmethoxy)r2,3,4,5-tetrahydro- 1 ,4- 
20 benzothiazepine; 

3,5-/ran^-ia-dioxo-3-ethyl-3-butyl-5-phenyl"7-niethylthio-8K//-{(R)-a-[7V-(2^ 
sulphoethyl)carbanioyl]-4-hydroxybenzyl}caibamoylmethoxy)-2,3,4.5-tetrahydro-l 
benzothiazepine ammonia salt; 

l,l-dioxo-3-(S)-3-ethyl-3-butyl-5-(S)-5-phenyl-7-methylthio-8-(/^-{(R)-a-[7V- 
25 (carboxymethyl)carbamoyl]benzyl }carbamoylmethoxy)-2,3,4,5-tetrahydro-l,4- 
benzothiazepine diethylamine salt; and 

14-dioxo-3-(R)-3-ethyl-3-butyl-5-(R)-5-phenyl-7-methyltMo-8-(N-{(R)-a-[A^- 
(carboxymethyl)carbamoyl]benzyl}caibamoyImethoxy)-2,3,4,5-tetrahydro-l,4- 
benzothiazepine diethylamine salt; 
30 or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Additional suitable IB AT inhibitors for combination with compounds of the present 
invention are those described in WO 03/022830. Further suitable compounds possessing 
IBAT inhibitory activity have the following structure of formula (CI): 
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. (CI) 



wherein: 



One of R and R are selected from hydrogen or Ci-ealkyl and the other is selected 



5 fromCi^alkyl; 

R* and R^ are independently selected from hydrogen, hydroxy, amino, mercapto, 
Ci-6alkyl, Ci-^alkoxy, iV-(Ci^alkyl)amino, A?;iV-(Ci^alkyl)2amino, Ci^alkylS(0)a wherein a is 
0to2; 

R* is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 
10 sulphamoyl, Ci-ealkyl, Ca-ealkenyl, Cz^alkynyl. Ci^alkoxy. Cj-ealkanoyl, Ci^alkanoyloxy, 
iV-(Ci^alkyl)amino, iV,iV-(Ci-6alkyl)2amino, Ci-aalkanoylamino, iV-(Ci^alkyl)carbamoyl, 
//,iV-(Ci-6alkyl)2caibamoyl. Ci^aIkylS(0)a wherein a is 0 to 2, Ci^ialkoxycaibonyl, 
iV-(Ci-6alkyl)sulphamoyl and iV,^-(Ci-6alkyl)2Sulphamoyl; 



R and R and the other of R and R are independendy selected from hydrogen, halo, 
nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl^ CMalkyl, 
20 C2-4alkenyl, C2^alkynyl, Ci^alkoxy, Ci^alkanoyl, Ci^alkanoyloxy, iV-(CMalkyl)amino, . 
iV,7/-(CMalkyl)2amino, CMalkanoylamino, iV-(CMalkyl)carbamoyl, 
^,A^-(CMalkyl)2carbamoyl, CMalkylS(0)a wherein a is 0 to 2, CMalkoxycarbonyl, 
iV-(CMalkyI)sulphamoyl and N,iV-(CMalkyl)2SulphamoyI; wherein and R^ and the other of 
R* and R^ may be optionally substituted on carbon by one or more R^^; 



15 



vis 0-5; 

one of R"^ and R^ is a group of formula (CIA): 




(CIA) 
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X is -0-, -N(R*)-, -S(0)b- or -CHCR*)-; wherein R' is hydrogen or Ci^alkyl and b is 0- 

2; 

Ring A is aryl or heteroaryl; wherein Ring A is optionally substituted by one or more 
substituents selected from R"; 
5 R'' is hydrogen, CMalkyl, carbocyclyl or heterocyclyl; wherein R^ is optionally 

substituted by one or more substituents selected from R^^; 

R' is hydrogen or CMalkyl; 

R^ is hydrogen or CMalkyl; 

R^*^ is hydrogen, d^alkyl, carbocyclyl or heterocyclyl; wherein R^° is optionally 
10 substituted by one or more substituents selected from R^^; 

R" is carboxy, sulpho, sulphino. phosphono, -P(0)(OR')(nR^), .P(0)(OH)(OR'), 
-P(0)(OH)(R^) or -P(0)(0R^)(R'^) wherein R' and R^ are independently selected from 
Ci^alkyl; or R^^ is a group of formula (CIB): 

R'' R" O 

15 (CIB) 

wherein: 

Y is -N^°)-, -Npi°)C(0)-, -0-, and -S(0)a-; wherein a is 0-2 and R" is hydrogen or 
CMalkyl; 

R" is hydrogen or CMalkyl; 
20 R"andR" are independently selected from hydrogen, CMalkyl, carbocyclyl or 

heterocyclyl; wherein R^^ and R^'^ may be independently optionally substituted by one or 
more substituents selected from R^°; 

R*^ is carboxy, sulpho. sulphino, phosphono, -P(0)(OR*)(OR^), -P(0)(OH)(OR'). 
-P(0)(OH)(R*') or -P(0)(OR^(R^) wherein R* and R' are independently selected from 
25 Ci^alkyl; 

p is 1-3; wherein the values of R^^ may be the same or different; 
q is 0-1; 

r is 0-3; wherein the values of R^* may be the same or different; 
m is 0-2; wherem the values of R^° may be the same or different; 
30 n is 1-3; wherein the values of R^ may be the same or different; 
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R^^, R" and R^* are independently selected from halo, nitro. cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto. sulphamoyl, C^alkyl, C2.4alkenyl, C2-4alkynyl. CMalkoxy, 
CMalkanoyl, Ci^alkanoyloxy, iV-(CMalkyl)amino, N,N-(CMalkyl)2amino, 
CMalkanoylamino, A^-(CMalkyl)carbamoyl, //.N-(CMalkyl)2carbamoyl, CMalkylS(0)a 
5 wherein a is 0 to 2, CMalkoxycarbonyl, //-(Ci-4alkyl)sulphamoyl and . 

iV;i^«(CMalkyl)2Sulphamoyl; wherein R^^ and R^^ may be independently optionally 
substituted on carbon by one or more R^^ 

R^^ and R^*^ are independently selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, C^alkyl, C2-4alkenyl, C24alkynyl, Ci^alkoxy, 
10 CMalkanoyl, CMalkanoyloxy, iV-(CMalkyl)amino, A^,iV-(Ci4alkyl)2amino, 

CMalkanoylamino, iV-(CMalkyl)carbamoyl, MN-(CMalkyl)2carbamoyl, Ci^alkylS(0)a 
wherein a is 0 to 2, CMalkoxycarbonyl, iV-{Ci4alkyl)sulphamoyl, 

iv,/v-(Ci-4alkyl)2Suiphamoyl, carbocyclyl, heterocyclyl, sulpho, sulphino, amidino, phosphono, 

-P(0)(0R')(OR**). -P(0)(OH)(OR'), -P(0)(OH)(R^) or -P(0)(OR')(R**), wherein R* and R*" are 
15 independently selected from Ci^alkyl; wherein R*' and R^^ may be independently optionally 

substituted on carbon by one or more R^; 

R^* and R^ are independently selected from halo, hydroxy, cyano, carbamoyl, ureido, 

amino, nitro, carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, 

methyl, ethyl, methoxy, ethoxy, vinyl, allyl, ethynyl, methoxycarbonyl, formyl, acetyl, 
20 formamido, acetylamino, acetoxy, methylamino, dimethylamino, //-methylcarbamoyl, 

//.N-dimethylcarbamoyl, methylthio, methylsulphinyl. mesyl, iV-methylsulphamoyl and 

//,iV-dimethylsulphamoyl; 

or a phamiaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 
A particular IB AT inhibitor is selected from any one of Examples 1-4 of WO 
25 03/022830, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodmg 

thereof, and the compounds of Examples 1-4 are incorporated herein by reference. Claims 1-8 

of WO 03/022830 are also incorporated herein by reference. A particular IB AT inhibitor 

selected from WO 03/022830 is selected from any one of: 

l,l-dioxo-3-butyl-3-ethyl-4-hydroxy-5-phenyl-7-(N-{(R)-a-[iV- 
30 (carboxymethyl)carbamoyl]benzyl}carbamoylmethylthio)-2,3,4,5-tetrahydrobenzothiep 

l,l-dioxo-3-butyl-3-ethyl-4-hydroxy-5-phenyl-7-(A^-{(R)-a-[iV<2-sulphoethyl)carbamoy^^ 

hydroxybenzyl}carbamoylmethylthio)-2,3,4,5-tetrahydrobenzothiepine ammonia salt 
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l,l-dioxo-3-butyl-3-cthyl-4-hydroxy-5-phenyl-7-{iV-[a-<carboxy)-2^^^ 
carbamoylmethylthio}-23,4,54etrahyckobenzotWepme; and 
l,l-dioxo-3-butyl-3-ethyl-4-hydroxy-5-phenyi-7-{N-[l-(carboxy)-l-(thien-2^^^ 
carbamoylinethylthio}-2,3,4,5-tetrahydrobenzothiepine 
5 or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Additional suitable IB AT inhibitors for combination with compounds of the present 
invention are those described in WO 03/022286. Further suitable compounds possessing 
IB AT inhibitory activity have the following structure of formula (DI): 




10 

wherein: 

is selected from hydrogen or Ci^alkyl; 
One of and R^ are selected from hydrogen or Ci^alkyl and the other is selected 
from Ci^alkyl; 

15 R* and R^ are independently selected from hydrogen, hydroxy, amino, meicapto, 

Ci-6alkyl, Ci-fiSlkoxy, iV-(Ci-6alkyl)amino, iV,Af-(Ci-6alkyl)2amino, Ci^alkylS(0)a wherein a is 
0 to 2; 

M is selected from -N- or -CH-; 

R* is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 
20 sulphamoyl, Ci.6alkyl, Ci^alkenyl, Ci^alkynyl, Ci^alkoxy, Ci^alkanoyl, Ci^alkanoyloxy, 
7V-(Ci.6alkyl)amino,iV,7S^-(Ci.6alkyl)2amino, Ci^alkanoylamino, iV-(Ci,6alkyl)carbamoyl, 
iV,iV-(Ci-6aIkyl)2carbamoyl, Ci.6alkylS(0)a wherein a is 0 to 2, Ci-^alkoxycaibonyl, 
iV-(Ci^alkyl)sulphamoyl and JV,W-(Ci^alkyl)2Sulphamoyl; 
v is 0-5; 

25 one of R'* and R^ is a group of formula (DIA): 
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(DU) 



and and the other of R^ and R^ are independently selected from hydrogen, halo, 
nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci-4alkyl, 
5 C24alkenyl, C2^alkynyl, CMalkoxy, Ci^alkanoyl, CMalkanoyloxy, iV-(CMalkyl)amino, 
iV,//-(CMalkyl)2amino, CMalkanoylamino, //-(CMalkyl)carbamoyl, 
iV,iV-(CMalkyl)icarbamoyl, Ci4alkytS(0)a wherein a is 0 to 2, CMalkoxycarbonyl. 
. iV-(Ci-4alkyl)sulphamoyl and 7V,JV-(Ci4allcyl)2Sulphamoyl; wherein and and the other of 
RSndR^ may bp optionally substituted on carbon by one or more R : 
10 X is -0-, "N(R>, -S(0)b- or -CH(R*)-; wherein R"" is hydrogen or Ci^alkyl and b is 0- 



Ring A is aryl or heteroaryl; wherein Ring A is optionally substituted by one or more 
subsdtuents selected from R^^; 

R"^ is hydrogen, CMalkyl, carbocyclyl orheterocyclyl; wherein R'^ is optionally 
15 substituted by one or more substituents selected from R**; 
R* is hydrogen or CMalkyl; 
R^ is hydrogen or Ci^alkyl; 

R^*^ is hydrogen, CMalkyl, carbocyclyl or heterocyclyl; wherein R*^ is optionally 
substituted by one or more substituents selected from R^'; 
20 R" is carboxy, sulpho, sulphino. phosphono. -P(0)(OR')(OR^), -P(0)(OH)(OR*'), 

-P(0)(OH)(R'*) or -P(0)(OR'')(R*^) wherein R** and R^ are independendy selected from 
Ci^alkyl; or R" is a group of fonnula (DBB) or (DIC): 



Y is -N(R^)-, -N(R°)C(0)-, -N(R°)C(0)(CR'R')vN(R^)C(0)-, -0-, and -S(0)a-; 
wherein a is 0-2, v is 1-2, R' and R^ are independently selected from hydrogen or CMalkyl 
optionally substituted by R^^ and R° is hydrogen or Ci.4alkyl; 




(DIB) 



(DIC) 



25 wherein: 
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R^^ is hydrogen or Cualkyl; 

and R^"* are independently selected from hydrogen, CMalkyl, carbocyclyl or 
heterocyclyl; and when q is 0, R*"^ may additionally be selected from hydroxy; wherein R^^ 
and R*'* may be independently optionally substituted by one or more substituents selected 
5 fcomR^^ 

R^^ is carboxy, sulpho, sulphino, phosphono, -P(6)(0R*)(0R^), -P(0)(OH)(OR*), 
-P(0)(OH)(R*) or -P(0)(0R^(R') wherein R* and R' are independentiy selected from 
Ci-ealkyl; 

p is 1-3; wherein the values of R" may be the same or different; 
10 q is 0-1; 

r is 0-3 ; wherein the values of R^"^ may be the same or different; 

m is 0-2; wherein the values of may be the same or different; 

n is 1-3; wherein the values of R^ may be the same or different; 

Ring B is a nitrogen linked heterocyclyl substituted on carbon by one group selected 
15 from R^^, and optionally additionally substituted on carbon by one or more R^; and wherein 
if said nitrogen linked heterocyclyl contains an -NH- moiety, that nitrogen may be optionally 
substituted by a group selected from R^; 

R^*, R" and R" are independently selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, CMalkyl, C2^alkenyl, C2^alkynyl. d^alkoxy, 
20 CMalkanoyl, CMalkanoyloxy, iV^-(CMalkyl)amino, A;Af-(CMalkyl)2aniino, 

CMalkanoylamino, iV-(CMalkyl)carbamoyl, iV,iV-(CMalkyl)2caibamoyl, Ci4alkylS(0)a 
wherein a is 0 to 2, Ci^alkoxycarbonyl, W-(Ci^alkyl)sulphamoyl and 
iV,W-(CMaIkyl)2Sulphamoyl; wherein R^^, R" and R^* may be independently optionally 
substituted on caibon by one or more R^^ ; 
25 R", R*®, R^"* and R^* are independentiy selected from halo, nitro, cyano, hydroxy, 

amino, carboxy, carbamoyl, mercapto, sulphamoyl, CMalkyl, C24alkenyl, C2-4alkynyl, 
CMalkoxy, Ci^alkanoyl, CMalkanoyloxy. iV-(Ci-4alkyl)amino, 7ViiV^(Ci.4aIkyl)2amino, 
Ci-4alkanoylamino, iV-(CMalkyl)carbamoyl, iV,iV-(Ci4alkyl)2carbamoyl, CMalkylS(0)a 
wherein a is 0 to 2, Ci-4alkoxycarbonyl, iV-(Ci-4alkyl)sulphamoyl, 
30 iV,iV-(CMalkyl)2Sulphamoyl, carbocyclyl, heterocyclyl, benzyloxycarbonylamino, sulpho, 
sulphino, amidino, phosphono, -P(0)(OR*)(OR^), -P(0)(OH)(OR'), -P(0)(OH)(R') or 
-P(0)(OR^)(R^, wherein R" and R^ are independentiy selected from Ci-ealkyl; wherein R^^ 
R^^, R^"* and R^^ may be independentiy optionally substituted on carbon by one or more R^; 
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R^^ and are independently selected from halo, hydroxy, cyano, carbamoyl, ureido, 
amino, nitro, caiboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, 
methyl, ethyl, methoxy, ethoxy, vinyl, allyl, ethynyl, meflioxycarbonyl, formyl, acetyl, 
fonnamido, acetylamino, acetoxy, methylaminOi dimethylamino, iV-methylcarbamoyl, 
5 MW-dimethylcarbamoyl, methylthio, methylsulphinyl, mesyl, iV-methylsulphamoyl and 
7V,W-dimethylsulphamoyl; 

R^ is carboxy, sulpho, sulphino, phosphono, -P(0)(ORS)(OR^). -P(0)(OH)(ORS), 
-P(0)(OH)(R^) or -P(0)(OR^)(R**) wherein R^ and are independently selected from 
Ci^alkyl; 

10 R^^ is selected from Ci^alkyl, Ci^alkanoyi, Ci^alkylsulphonyl, Ci-ealkoxycarbonyl, 

carbamoyl, iV-(Ci.6alkyl)carbamoyl, iV,iV-(Ci.6alkyl)carbamoyl, benzyl, benzyloxycarbonyl, 
benzoyl and phenylsulphonyl; 

or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 
A particular IB AT inhibitor is selected from any one of Examples 1-39 of WO 

15 03/022286, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug 
thereof, and the compounds of Examples 1-39 are incorporated herein by reference. Claims 1 
10 of WO 03/022286 are also incorporated herem by reference. A particular IB AT inhibitor 
selected from WO 03/022286 is selected fiom any one of: 
l,l-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8<N-{(R)-a-[W-((R)-l-ca^^ 

20 ethyl)carbamoyl]-4-hydroxyben2yl }carbamoylmethoxy)«2,3,4,5-tetrahydro-l,2,5- 
benzothiadiazepine; 

l,l-dioxo-3.3-dibutyl-5-phenyl-7-methylthio-8-(A^{(R)-a-[W-((S)-l-^ 
hydroxypropyl)carbamoyl]-4-hydroxyben2yl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,2,5- 
benzothiadiazepine; 
25 l,lHlioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(Ar-{(R)-a-[iVK(S 

methylpn)pyl)caibamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,2,5- 
benzothiadiazepine; 

l,l-dioxo-3,3-dibutyl-5.phenyl-7-methylthio-8-(iV-{(R)-a4iV-((S)-l-ca^ 
carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,2,5- 
30 benzothiadiazepine; 

l,l-dioxo-3,3-dibutyi-5-phenyl-7-methylthio-8-(iY-{(R)-a-[7\^({S)-l-carbox^^^ 
carbamoyl]benzyl}carbamoyhnethoxy)-2,3,4,54etrahydro-l,2,5-benzothiadiazepine; 
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.ia-dioxo-33-cUbutyl-5-phehyl-7-methylthio-8-(N-{^^ 

carbamoyl]benzyl}carbamoylmethoxy)-23i4,5-tetrahydro-l,2,5-ben20thiadia2^ 

ia-dioxo-3,3-^butyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[^^ 

hydroxypropyl)carbamoyl]ben2yl}caAamoylmethoxy)-23,4,5-tetr^ 
S benzothiadiazepine; 

lJ-dioxo-33-cKbutyl-5-phenyl-7-methylthio-8-(A^-{(R)-a-[iV-(2-sulphoe& 

hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,2,5-ben20thiadia2epme; 

lJ-dioxo-3.3-<Ubutyl-5-phenyl-7-methyltWo-8-(Ar-{(R)-a.[i\r-(^^ 

caiboxyethyl)caibamoyl]-4-hyclroxybenzyl}carbamoylmethoxy)-23,4,5-te 
10 benzothiadiazepine; . 

l,l-dioxcH33-dibutyl-5-phenyl-7-methylfluo-8-(iV-{(R>a-[//-(^^^ 

methvlthioethylV,arbaTnovllbeii7.vncarbamoyM 

benzothiadiazepine; 

l,l-dioxo-33-dibutyl-5-phenyl-7-methylthio-8-(Ar-{(R)-a-[^^ 
15 caiboxyethyl)carbamoyl]propyl}carbamoyl]ben2yl}carbamoylnielhoxy)-23A5^^^ 
1 ,2,5-benzothiadiazepine; 

lJ-dioxo-33-dibutyl-5-phenyl-7-niethylthio-8<A^-{(R)-a-[A^-((S)-l-c^^ 
methylpropyl)carbamoyl]benzyl)carbanioylmethoxy)-2,3,4,5-tetrahydro-l,2,5- 
benzothiadiazepine; 
20 l,l-dioxo-33-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[A^-((S)-l-c^^ 
carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,2,5- 
benzothiadiazepine; and 

1 , l-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-[iV-((R)-a-carboxy-4- 
hydroxybenzyl)carbamoylmethoxy]-2,3,4,5-tetxahydro-l,2,5-ben20thiadiazepine; 
25 or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Further suitable compounds possessing IB AT inhibitory activity have the following 
structure of formula (EI): 
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(R^)v 
(ED 

wherein: 

R"^ is selected from hydrogen or Ci-ealkyU* 
5 One of and R^ are selected from hydrogen or Ci-6alkyl and the other is selected 

from Ci-6alkyl; 

R* and R^ are independently selected from hydrogen, hydroxy, amino, mercapto, 
Ci^alkyl, Ci^alkoxy, //-(Ci^alkyl)amino, iV,//-(Ci^alkyl)2amino, Ci.6aIkylS(0)a wherein a is 
0 to 2; 

10 R' is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 

sulphamoyl. Ci^alkyl, Ci^alkenyl, C2-6alkynyl, Q-ealkoxy, Cj^alkanoyl, C^alkanoyloxy, 
iV-(Ci^alkyl)ainino, N,iV-(Ci^alkyl)2amino, Ci^alkanoylamino, iV-(Ci.6allq^l)carbamoyl, 
iViiV-(Ci^aIkyl)2carbamoyl, Ci-6alkylS(0)a wherein a is 0 to 2, Ci^alkoxycarbonyl, 
iV-(Ci^alkyl)sulphamoyl and //,iV-(Ci-6alkyl)2Sulphamoyl; 

15 vis 0-5; 

one of R"* and is a group of formula (EIA): 




(EIA) 

R^ and R^ and the other of R"* and R^ are independently selected from hydrogen, halo, 
20 nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci^alkyl, 
C2.6alkenyl, C2.6alkynyl, Ci^jalkoxy, Ci.6alkanoyl, Ci-6alkanoyloxy, iV-(Ci^alkyl)amino, 
//,?/-(Ci^alkyl)2amino, Ci-6alkanoylamino, A''-(Ci-6alkyl)carbamoyl, 
MJV-(Ci-6alkyl)2carbamoyl, Ci.6alkylS(0)a wherein a is 0 to 2, Ci^alkoxycarbonyl, 
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iV-(Ci^alkyl)sulphainoyl and iV;W-(Ci^alkyl)2Sulphamoyl; wherein and and the other of 
R* and R^ may be optionally substituted on carbon by one or more R"; 

X is -0-, -N(R*)-. -S(0)b- or -CH(R')-; wherein R* is hydrogen or Ci^alkyl and b is 0- 

2; 

5 Ring A is aryl or heteroaryl; wherein Ring A is optionally substituted on carbon .by 

one or more substituents selected from R^^; 

R'' is hydrogen, Ci.6alkyl, carbocyclyl or heterocyclyl; wherein R^ is optionally 
substituted on carbon by one or more substituents selected from R^^; and wherein if said 
heterocyclyl contains an -NH- group, that nitrogen may be optionally substituted by a group 
10 selected from R^; 

is hydrogen or Ci^alkyl; 
R^ is hydrogen or Ci-oalkyl; 

R^® is hydrogen, halo, nitro, cyano, hydroxy, amino, carbamoyl, mercapto, 
sulphamoyl, hydroxyaminocarbonyl, Ci.ioalkyl, C2-ioalkenyl, Ci-ioalkynyl, Ci.ioalkoxy, 

15 Ci-ioalkanoyl, Cuioalkanoyloxy, N-(Ci.ioalkyl)amino, N,^-(Ci.ioalkyl)2amino, 
MW,iV-(Ci-ioalkyl)3ammonio, CMoalkanoylamino, iV-(Ci-ioalkyl)carbamoyl, 
M^-(Ci-ioalkyl)2carbamoyl, CMoalkylS(0)a wherein a is 0 to 2, //-(Ci.ioalkyl)sulphamoyl, 
MiV-(Ci-ioalkyl)2Sulphamoyl,iV-(Ci-ioalkyl)sulphamoylamino, 
M^-(Ci-ioalkyl)2Sulphamoylamino, Cuoalkoxycarbonylamino, carbocyclyl, 

20 carbocyclylCi-ioalkyl, heterocyclyl, heterocyclylCnoalkyl, 
carbocyclyl-(CMoalkylene)p-R^^-(Ci-ioalkylene)q- or 

heterocyclyl-(Ci.ioalkylene)rR^-(Ci.ioalkylene)s-; wherein R^° is optionally substituted on 
carbon by one or more substituents selected from R^; and wherein if said heterocyclyl 
contains an -NH- group, that nitrogen may be optionally substituted by a group selected from 
25 R^; or R'° is a group of formula (EIB): 

r" 

(EIB) 

wherein: 

R" is hydrogen or Ci^allq'l; 
30 and are independently selected from hydrogen, halo, carbamoyl, sulphamoyl, 

Cuoalkyl, Cz-ioalkenyl, Cz-ioalkynyl, Ci-ioalkanoyl, A/^(Ci.ioalkyl)carbamoyl, 
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iV,W'-(Ci.ioalkyl)2carbainoyl, Ci.ioalkylS(0)a wherein a is 0 to 2, N-(Ci.ioalkyl)sulphamoyl, 
iV,/V-(Ci.ioalkyl)2Sulphamoyl,7^-(Ci.ioalkyl)sulphamoylamino, 

iV,7\^-(CMoalkyl)2Sulphamoylamino, carbocyclyl or heterocyclyl; wherein R^? and R^^ may be 
independently optionally substituted on carbon by one or more substituents selected from R^; 

5 and wherein if said heterocyclyl contains an -NH- group, that nitrogen may be optionally 
substituted by a group selected from R^; 

R^"* is selected from hydrogen, halo, caibamoyl, sulphamoyl, hydroxyaminocarbonyl, 
CMoalkyl, Ca-ioalkenyl, Ca-ioalkynyl, Ci.ioalkanoyl. iV-(Ci.ioalkyl)carbamoyl, 
A';iV-(CMoalkyl)2carbamoyl, Ci.ioalkylS(0)a wherein a is 0 to 2, //-(CMoalkyl)sulphamoyl, 

10 iV,//-(CMoalkyl)2SulphamoyI, iV-(Ci.ioalkyl)sulphamoylamino, 

iV,iV-'(CMoalkyl)2Sulphamoylamino, carbocyclyl, carbocyclylCi.ioalkyl, heterocyclyl, 
iiciciOCyciylCi-ioaikyl, carbocydyi-(Ci-ioaikyiene)p-R'^-(Ci-ioaikylene)q- or 
heterocyclyI-(CMoalkylene)rR^^CMoalkylene)s-; wherein R*^ may be optionally substituted 
on carbon by one or more substituents^ selected from R^^; and wherein if said heterocyclyl 

15 contains an -NH- group, that nitrogen may be optionally substituted by a group selected from 
R^**; or R^"^ is a group of formula (EIC): 

(EIC) 

R*^ is hydrogen or Cualkyl; 
20 R^^ is hydrogen or Ci-ealkyl; wherein R^^ may be optionally substituted on carbon by 

one or more groups selected from R^ ^ ; 

n is 1-3; wherein the values of R^ may be the same or different; 
R^^, R^^, R^^, R^, R^, R^' or R^^ are independently selected from halo, nitro, cyano, 
hydroxy, amino, carbamoyl, mercapto, sulphamoyl, hydroxyaminocarbonyl, Ci-ioalkyl, 
25 C2-ioalkenyl, C2.ioalkynyl, Ci.ioalkoxy. Ci-ioalkanoyl, CMoalkanoyloxy, //-(CMoalkyl)amino, 
//,//-(CMoalkyl)2aniino, //,A/',iV-(Ci.ioalkyl)3ammonio, Ci.ioalkanoylamino, 
iV-(CMoalkyl)carbamoyl, A^,iV-(Ci.ioalkyl)2carbamoyl, CMoalkylS(0)a wherein a is 0 to 2, 
iV-(Ci,ioalkyl)sulphamoyI,M7V-(Ci,ioalkyl)2SuIphamoyl, i^-(Ci.ioalkyI)sulphamoylam 
A',iV-(CMoalkyl)2Sulphamoylamino, Ci-ioalkoxycarbonylamino, carbocyclyl, 
30 caibocyclylCi.ioalkyl, heterocyclyl, heterocyclylCi.ioalkyl, 
caibocyclyl-(Ci.ioalkylene)p-R^^-{Ci,ioalkylene)q-or 
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heterocyclyl-(CMoalkylene)rR^^-(CMoalkylene)s-; wherein R", R'^ r2\ R^, R^^ or R^^ 
may be independently optionally substituted on carbon by one or more R^; and wherein if 
said heterocyclyl contains an -NH- group, that nitrogai may be optionally substituted by a 
group selected from R^^; 
5 R^^ R^^ R^^ or R^^ are independently selected from -0-, -NR^^-, -S(0)x-. 

-NR2^C(0)NR^^-, -NR^^C(S)NR^^-, -OC(0)N=C-, -NR3^C(0)- or -C(0)NR^^-; wherem R^^ is 
selected from hydrogen or Ci.6alkyl, and x is 0-2; 

p, q, r and s are independently selected from 0-2; 

R^** is selected from halo, hydroxy, cyano, carbamoyl, ureido, amino, nitre, carbamoyl, 
10 mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, methyl, ethyl, methoxy, ethoxy, 
vinyl, allyl, ethynyl, formyl, acetyl, formamido, acetylamino, acetoxy, methylamino, 
dimethylamino, N-methylcaibamoyl, /sr,iV-dimethylcarbamoyl, methylthio, methylsulphinyl, 
mesyl, iV-methylsulphamoyl, iV,^-dimethylsulphamoyl, //-methylsulphamoylamino and 
iV,iV-dimethylsulphamoylamino; 
15 R^^ R^, R^^ or B?^ are independently selected from Ci^salkyl, Ci^alkanoyl. 

Ci^alkylsulphonyl, Ci-ealkoxycarbonyl, carbamoyl, iV-(Ci-6alkyl)carbamoyl, 
iV;N-(Ci^alkyl)carbamoyl, benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl; 
or a phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 
Suitable IB AT inhibitors having the above structure are selected from any one of: 
20 l,l-Dioxo-3,3-dibutyl-5-phenyl-7-niethylthio-8-(//-{CR)-a-[/\^-(^^^ 

2,3,4,5,6-pentahydroxyhexyl)caAamoyl]benzyl}carbamoylmethoxy>2,3,4,5-tetrahydro-- 
1 ,2,S-benzothiadiazepine; 

l,l-Dioxo-3.3-dibutyl-5-phenyl-7-methylthio-8-(iV-{(R)-a-[iV-(2-^ 
2,3,4,5,6-pentahydroxyhexyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5- 
25 tetrahydro-l,2,5-benzothiadiazepine; 

l.l-Dioxo-3,3-dibutyl-5-phenyl-7-mettiylthio-8-[iV-(0WS)-a-{Ar41-(R)-2<S> 
(3,4-dihydroxyphenyl)prop-2-yllcaibamoyl}benzyl)carbamoylmethoxy]-2,3,4,5-tetrahydro- 
l,2,S-benzothiadiazepine (both enantiomers); 

l,l-DioxoO,3-dibutyl-5-phenyl-7-methylthio-8-{JV-[(R>a-(iV-{2-(S)-[/^^^ 
30 caibamoyllpyrroUdin-l-ylcaibonyhnethyl}carbamoyl)benzyl]carbamoylmefe^ 
tetrahydro-l ,2,5-benzothiadiazepine; 
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ia-Dioxo-33-dibutyl-5-phenyl-7-methylthio-8-[N^((R)-a-{iV42-(^ 
trihydroxyphenyl)ethyl]carbamoyl }benzyl)caibamoylmeft ,2,5- 
benzothiadiazepine; or 

l.l-Dioxo-3.3-dibutyl-5-phenyl.7-methylthio-8-(iV'-{(R)-a-[^^^^ 
5 3,4.5,6-tetrahydn)xytetraiydropyi^-2-ylmethyl)cM^ 
2,3,4,5-tetrahydro-l,2,5-benzothiadiazepine; 

or a phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Further suitable compounds possessing BAT inhibitory activity have the following 
structure of formula (FI): 



wherein: 

B} and are independently selected from Ci^alkyl; 
is hydrogen, hydroxy or halo; 
15 R"* is Ci-4alkyl optionally substituted by hydroxy, methoxy and methylS(0)a wherein a 

is 0-2 

R^ is hydroxy or HOC(0)CH(R^)NH-; 

R* is selected from hydrogen and Ci-salkyl optionally substituted by hydroxy, 
methoxy and methylS(0)a wherein a is 0-2; 

20 or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof; 
with the proviso that when and are both butyl, R^ is hydroxy and R^ is 
methylthiomethyl, methylsulphinylmethyl, methylthiomethyl, hydroxymethyl, 
methoxymethyl; R^ is not hydrogen; and with the proviso that when R^ and are both butyl, 
R^ is HOC(0)CH(R^)NH-, is hydroxymethyl and R'* is hydroxymethyl; R^ is not hydrogen. 

25 Suitable IB AT inhibitors having the above stracture are selected from any one of; 



10 




(FI) 



wo 2004/005247 PCT/GB2003/002811 

-63- 

ia-dioxo-3.3-dibutyl-5-phenyl-7-methylthio-8-(i\^{(/^)-a-[iV'-((^^ 

carbamoyl]benzyl}carbamoylmethoxy)-2,3,4.5-tetrahydro-l,5-beiizothi^^ 

1 ,l-dioxo-3,3-dibutyl-5-phenyl-.7-methylthio-8-(//-{ (/2)-a-[iV -((S)-l-carboxypropyl) 

carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5"benzothiazepine; 

5 ia-cUoxo-33-dibutyl-5-phenyl-7-methylthio-8-(iV-{(«)-a-[iV'-«^^ 
caibamoyl]benzyl}carbamoylmethoxy)-23i4,5-tetrahydro-l,5-benzotW 
1 ,l-dioxo-33-clibutyl-5-phenyl-7-methylthio-8-(Af-{ (/?)-a-[W 
methylpropyl)carbamoyl]ben2yl}carbamoyhnethoxy)-2,3,4,5-tetrahydro-l,5-benzofe^ 
14.dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(iV-{(ie)-a-[iVX(S)-l-c^^ 

10 methylbutyl)caAamoyllben2yl)carb2unoylmethoxy)-2,3,4,54^ 
ia-dioxo-33-dibutyl-5-phenyl-7-methylthio-8-(Ar-{(/?)-a-[N 
inethylbuty!)carbanieyl]bemyl ) carbasioylmcthoxy)-^ 
1 , l-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(//-{ (/2)-a-[iN^ -((S)-l-carboxy-2- 
hydroxypropyl)carbainoyl]benzyl } caibamoylmethoxy)-2,3 ,4.5-tetrahydrol ,5- 

15 benzothiazepine; 

l,l-dioxo-33-dibutyl-5-phenyl-7-methylthio-8"(iV-{{J?)-a-[/^^^^ 
mesylethyl)carbamoyl]benzyl}carbamoybnethoxy)-23,4,5-tetrahydro-l,5-benzot^ 
1 4-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(//-{ (i?)-a-[^^^ 
methylsulphonylpropyl)carbamoyl]benzyl}carbamoylmethoxy)-23,4,5-teti^ 

20 benzothiazepine; 

1 J-dioxo-3,3-dibutyl-5-phenyl-7-methyltMo-8-(iV-{ (7?)-a-[iVH(S^ 

niesylpropyl)carbamoyl]ben2yl}carbanioylmethoxy)-23,4,5-tetrahydro-l,5-benzothiazepine; 

ia-dioxo-33-ciibutyl-5-phenyl-7-methylthio-8-(N-{(2^)-a4Ar'<(5)-l-carboxyeth 

carbamoyl]-4-hydroxybenzyl}carbanioylmethoxy)-23,4,5-tetrahy(ko-l,5-benzothiaz^^^ 

25 14-dioxo-33-dibutyl-5-phenyl-7-methylthio-8-(iV-{(/^)-a-[N-((S^ 

caibamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-23,4,5-tetrahydro-l,5-benzotW 
14-dioxo-33-ciibutyl-5-phenyl-7-nie%lthio-8-(A^-{(/^)-a-[N'<(5)4-carboxyb 
carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-23,4,5-telxahydro-l,5-benzothiazepine; 
l,l-dioxo-33-dibutyl-5-phenyl-7-me%ltMo-8-(7V-{(i?)-a-[//'<(S)-l-carboxy-2- 

30 methylpropyl)carbamoyl]-4-hydroxyben2yl}carbamoylmethoxy)-23,4,5-tetrah 
benzothiazepine; 

l,l-dioxo-33-dibutyl-5-phenyl-7-me%lthio-8-(A^-{(/?)-a-[iVH('S0-l^ 



wo 2004/005247 PCT/GB2063/002811 

.<>4- 

methylbutyl)carbamoyl]4-hydroxyben2yl}carbamoyImethoxy)-2.3.4.5-tetrah^^ 
benzothiazepine; 

ia-dioxo-3.3-dibutyl-5-phenyl-7-methylthio-8-(Ar-{(i?)-a-[^H(S)-l<M^^^ 
methylbutyl)carbamoyl]-4-hydroxybenzyl}caibamoylmethoxy)-2.3.4.54etrahydr^ 

5 benzothiazepine; 

ia-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(//-{(/?Va-tA^H(S)-l-caiboxy-2- 
hydroxyethyl)cafbamoyl]4-hydroxybenzyl}cari)amoylmethoxyK.3,4,54etrahyd^^^^ 

benzothiazepine; 

14-dioxo-33-dibutyl-5-phenyl-7-methylthio-8<N-{(i?)-KX-[A^H(S)-l-carbox 
10 hydroxypropyl)carbamoyl]^hydroxybenzyl}carbamoylmethoxy)-2.3,4,5-tetrahydro-1.5- 

benzothiazepine; 

1 1 1 ri HiK,itwl-S.r>h.>nv1.7.TneAv1thi:o-8-W-{W)-a-W-((^^ 

methylthioethyl)caibamoyl]-4-hydroxybenzyl}caibamoylmethoxy)-23.4,5-tetr^^ 
benzothiazepine; 

15 l,l-dioxo-3,3-dibutyl-5-phenyl-7-inethylthio-8-(N-{(i?)-a-[N'-((5)-l-carboxy-2- 

inethylsulphinylethyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2.3.4.5-tet^^ 

1 ,S-benzothiazepine; 

l.l-dioxo-3.3-dibutyl-5-phenyl-7-inethylthio-8-(iV-{(i?)-a-[W'-((S)-l-carboxy-2- 
mesylethyl)caibamoyl]-4-hydroxybenzyl}caAamoyhnethoxy)-2,3.4.5-tetrahydro-l,5- 

20 benzothiazepine; 

l.l-dioxo-3.3-dibutyl-5-phenyl-7-inethylthio-8-(iV-{W-a-[N'-((S)-l-carboxy-2- 

methoxyethyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3.4.54etrahydro4.^ 
benzothiazepine; 

l,l-dioxo-3.3-dibutyl-5-phenyl-7-methylthio-8-(W-{(«)-a-[iV'-((S>l-carboxy-3- 
25 methylthiopiopyl)caibamoyll-4-hydroxybenzyl}carbamoylmethoxy)-2.3.4.5-tetrahydro-1.5- 

benzothiazepine; 

l.l-dioxo-3,3-dibutyl-5-phenyl-7-niethylthio-8-(i^-{(i?)-a-[N'-((S>l-carboxy-3- 
methylsulphonylpropyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-23.4.54etrahy^^^ 

1,5-benzothiazepine; , 
30 l.l-dioxo-3.3-dibutyl-5-phenyl-7-^lethylthio-8-(N-{(i^)-a-[iV•-((5^1-carboxy-3. 

mesylpropyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2.3.4.5-tetrahydro-1.5- 
benzothiazepine; 
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ia-dioxo-3.3-dibutyl.5-phenyl-7-methylthio-8<//-{(2?).a-[^^^ 
carboxypropyl)carbamoyl]-4-hydroxybenzyl)carbamoylmethoxy)-23,4,5-te 
benzothiazepine; or 

ia-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(iV-{(2?>a-[^^^ 
5 carbamoyl]benzyl}carbamoylmethoxy)-23,4,5-tetiahyclro-l,5-ben20tWa2^ 

or a phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 
Further suitable IB AT inhibitors are those having the structure (61): 



M4s-CH2-or-NR^^S 

is -CR^^R^- or -NR^-; provided that if is -NR^^-. is -CR^^R^-; 
One of B} and are selected from hydrogen, Ci-ealkyl or C2-6alkenyl and the other is 
selected from Ci^alkyl or C2.6alkenyl; 



sulphamoyl, Ci-6alkyl, C2-6alkenyl, Ci-ealkynyl, Ci-ealkoxy, Ci^alkanoyl, Ci^alkanoyloxy, 
iV-(Ci-6alkyl)amino, iV;iV-(Ci-6alkyl)2amino, Ci^alkanoylamino, iV-(Ci.6alkyl)carbamoyl, 
iV;iV-(Ci^alkyl)2carbamoyl, Ci.6alkylS(0)a wherein a is 0 to 2, Ci^alkoxycarbonyl, 
iV-(Ci_6alkyl)sulphamoyl and N,7V-(Ci-6alkyl)2Sulphamoyl; 




(R^ 



(GI) 



10 wherein 



15 



R is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 



20 



v is 0-5; 

one of and R^ is a group of formula (GIA): 



R 



12 



R' 




(GIA) 
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R" and R' and the other of R* and R« are independently selected from hydrogen, halo. 

nitro. cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl. Ci^kyl. 
Ca^alkenyl, Cz^alkynyl, CMalkoxy. CMalkanoyI, CMalkanoyloxy. iV-(C,^I)amno, 
A^.Ar-(CMal]q'l)2amino, CMalkanoylamino, //-(CMalkyl)carbamoyl, 
5 iV,iV-(CMalkyl)2carbamoyl, CMalkylS(0)» wherein a is 0 to 2, CMalicoxycarbonyl. 

^-(C.^alkyDsulphamoyl and MiV-(CMalkyl)2Sulphamoyl; wherein R^ and R' and the other of 
R and R* may be optionally substituted on carbon by one or more R"; 

2 is -O-, -N(R»)-, -S(0)b- or -CH(R')s wherein R' is hydrogen or C.^alkyl and b is 0- 

2; 

10 R« is hydrogen. CMalkyl. carbocyclyl or heteiocyclyl; wherein R" may be optionally 

substituted on carbon by one or more substituents selected from R^«: and wherein if said 
heterocyclyl contains an -NH- group, that nitrogen may be optionally substituted by a group 
selected from R''; 

R' is hydrogoi or Cj.4alkyl; 

15 R" and R" are independendy selected from hydrogen. CMalkyl, carbocyclyl or 

heterocyclyl; orR'»andR" together form Cz^ialkylene; wherein R'^* and R" orR'^andR" 
together may be independently optionally substituted on carbon by one or more substituents 
selected from R^"; and wherein if said heterocyclyl contains an -NH- moiety, that nitrogen 
may be optionally substituted by one or more R®; . 

20 R»2 is hydrogen, CMalkyl. carbocyclyl or heterocyclyl; wherein R" may be optionally 

substituted on carbon by one or more substituents selected from R*; and wherein if said 
heterocyclyl contains an -NH- moiety, that nitrogen may be optionally substituted by one or 
moreR^'; 

R" is hydrogen, halo, nitro, cyano, hydroxy, amino, carbamoyl, mereapto, 
25 sulphamoyl, hydroxyaminocarbonyl, Cioalkyl, Cj-ioalkenyl, Cj-.oalkynyl, Cioalkoxy, 

Ci-ioalkoxycarbonyl. C.ioalkanoyl. Ci.ioalkanoyloxy, iV-(C,.,oalkyl)amino, 
iV,A^-(Ci.ioalkyl)2amino, -A^,A/;iV-(Ci.,oalkyl)3ammonio, Cioalkanoylamino, 
Ar-(C,.,oaIkyI)carbamoyl, iV.iV-(Cx.,oalkyl)2caibamoyl. Ci.,oalkylS(0). wherein a is 0 to 2. 

iV-(C,.ioalkyl)sulphamoyl,A/.7^-(C^,oalkyl)2Sulphamoyl,/V-(Ci.,oalkyl)sulphamoyl^ 
30 iV.A^(CMoalkyl)2Sulphamoylamino, C,.,oalkoxycarbonylamino, carbocyclyl. 
carbocyclylCi.joalkyl, heterocyclic group, heterocyclylCi.ioalkyl, 
carbocyclyl-(C,.ioalkylene)e-R"-(Ci.,oalkylene)ror 

heterocyclyl-(C,.ioalkylene)g-R3^(C..,oaIkyIeneV; wherein R" may be optionally substituted 
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on carbon by one or more substituents selected from R^; and wherein if said heterocyclyl 
contains an -NH- group, that nitrogen may be optionally substituted by a group selected from 
. R^^; or R" is a group of formula (GIB): 

5^16 Ri5 O 
R^^ 

5 (GIB) 

wharein: 

X is -N(R^*)-. -N(R^*)C(0)-, -0-. and -S(0)a-; wherem a is 0-2 and R^* is hydrogen or 
Ci-4alkyl; 

is hydrogen or CMalkyl; 

10 R*^ and R"* are independenuy selected from hydrogen, halo, nitro, cyano, hydroxy, 

amino, carbamoyl, mercapto, sulphamoyl, Ci-ealkyl, Ca-ealkenyl, C2^alkynyl, Ci^alkoxy, 
Ci-galkanoyl, Ci^alkanoyloxy, //-(Ci^alkyl)amino, JV,iV-(Ci-6allcyl)2amino, 
Ci-ealkanoylamino, iV-(Ci^alkyl)carbamoyl.iV,iV-(Ci^alkyl)2carbamoyl, Ci^alkylS(0)a 
wherein a is 0 to 2, Cj^alkoxycarbonyl, iV-(Ci.6alkyl)sulphamoyl, 

15 iViJV-(Ci^alkyl)2Sulphamoyl, carbocyclyl or heterocyclic group; wherein R^^ and R^^ may be 
independently optionally substituted on carbon by one or more substituents selected from R^^ 
and wherein if said heterocyclyl contains an -NH- group, that nitrogen may be optionally 
substituted by a group selected from R"^^; 

R^^ is selected from hydrogen, halo, nitro, cyano, hydroxy, amino, carbamoyl, 

20 mercapto, sulphamoyl, hydroxyaminocarbonyl, Ci-ioalkyl, C2.ioalkenyl, C2-ioalkynyl, 

Ci.ioalkoxy, Ci-ioalkanoyl, Ci-ioalkaiioyloxy, iV-(G:i.ioalIcyl)amino, iY,iV-(CMoaIkyl)2amino, 
Ci.ioalkanoylamino, iV-(Ci,ioalkyl)carbamoyl, Ci-ioalkoxycarbonyl, 
iV,iV-(Ci.ioalkyl)2carbamoyl, CMoalkylS(0)8 wherein a is 0 to 2, //-(Ci.ioalkyl)sulphamoyl, 
iV;iV-(CMoalkyl)2Sulphamoyl, //-(CMoalkyl)sulphamoylamino, 

25 iV,A^(Ci.ioalkyl)2Sulphamoylamino, carbocyclyl, carbocyclylCi.ioalkyl, heterocyclic group, 
heterocyclylCi.ioalkyl, carbocyclyl-(Ci,ioalkylene)e-R'^^-(Ci.ioalkylene)f- or 
heterocyclyl-(Ci-ioalkylene)g-R^-(CMoalkylene)h-; wherein R^^ may be optionally substituted 
on carbon by one or more substituents selected from R"^^; and wherein if said heterocyclyl 
contains an -NH- group, that nitrogen may be optionally substituted by a group selected from 

30 R^; or R" is a group of formula (GIC^: 
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(GIC) 

wherein: 

R^* is selected from hydrogen or CMalkyl; 

5 R^^ is selected from hydrogen, halo, nitro, cyano, hydroxy, amino, carbamoyl, 

mercapto, sulphamoyl, Ci^alkyl, C2^alkenyl, C2^alkynyl, Ci-ealkoxy, Ci-ealkanoyl, 
Ci^alkanoyloxy, iV-(Ci^alkyl)amino, iV,iV-(Ci.6alkyl)2aniino, Ci-dalkanoylamino, 
iV-(Ci.6alkyl)carhamoyl, iV,iV-(Ci.6alkyl)2carbamoyl, Ci^alkylS(0)a wherein a is 0 to 2, 
Ci^alkoxycarbonyl, iV-(Ci-6alkyl)sulphamoyl, iV,i^-(Ci^alkyl)2Sulphamoyl. carbocyclyl or 

10 heterocyclic group; where R^' may be independently optionally substituted on carbon by one 
or more substituents selected from R^^ and wherein if said heterocyclyl contains an -NH- 
group, that nitrogen may be optionally substituted by a group selected from R^; 

R^ is selected ftom halo, nitro, cyano, hydroxy, amino, carbamoyl, mercapto, 
sulphamoyl, hydroxyaminocarbonyl, Ci.ioalkyl, Ca-ioalkenyl, C2-ioallcynyl, Ci-ioalkoxy, 

15 Ci-ioalkoxycarbonyl, Ci-ioalkanoyl, Ci-ioalkanoyloxy, iV-(CMoalkyl)an}ino, 
iV,iV-(Ci.iflalkyl)2amino, JV,iV,iV-(Ci-ioalkyl)3anQmonio, Ci-ioalkanoylanMno, 
W^-(CMoalkyl)caibamoyl, iV,iV-(CMoalkyl)2carbamoyl, Ci-ioalkylS(0)a wherein a is 0 to 2, 
iV-(CMoalkyl)sulphamoyl, iV,iV-(CMoalkyl)2Sulphamoyl, iV-(Ci-ioalkyl)sulphamoylamino, 
iV,iV-(Ci-ioalkyl)2Sulphamoylamino, Ci.ioalkoxycarbonylanoino, carbocyclyl, 

20 caibocyclylCi-ioalkyl, heterocyclic group, heterocyclylCi.ioalkyI, 
caibocyclyl-(Ci-ioalkylene)c-R"-(CMoalkylene)r or 

heterocyclyl-(CMoalkylene)g-R^*-(CMoalkylene)h-; wherein R^ may be independently 
optionally substituted on carbon by one or more R^^; and wherein if said heterocyclyl contains 
an -NH- group, that nitrogen may be optionally substituted by a group selected from R^^; 
25 p is 1-3; wherein the values of R^^ may be the same or different; 

q is 0-1; 

r is 0-3; wherein the values of R^^ may be the same or different; 
m is 0-2; wherein the values of R^^ may be the same or different; 
n is 1-2; wherein the values of R^ may be the same or different; 
30 z is 0-3; wherein the values of R^^ may be the same or different; 

R^^ is selected from hydrogen or Ci^alkyi; 
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and R^' are independently selected from hydrogen, hydroxy, amino, meicapto, 
Ci^alkyl, Ci-^alkoxy, iV-(Ci^alkyl)amino. iVJV-(Ci-6alkyl)2amino. Ci^allcylS(0)a wherein a is 
0 to 2; 

R^ is selected from hydrogen, hydroxy, Ci^alkyl. CMalkoxy and Ci^alkanoyloxy; 
5 R^ is selected from halo, nitro, cyano, hydroxy, iunino, carboxy, carbamoyl, 

mercapto. sulphamoyl, CMalkyl, Ca^alkenyl, Ca^alkynyl, Ci^alkoxy, CMalkanoyl, 
Ci^alkanoyloxy, ?/-(CMalkyl)amino, iV;iV-(CMalkyl)2amino, Ci.4alkanoylammo, 
iV-(CMall<yl)carbamoyl, //,iV-(CMalkyl)2carbamoyl, Ci4alkylS(0)a wherein a is 0 to 2, 
CMalkoxycarbonyl, iV-(CMalkyl)sulphamoyl and iV,W-(CMalkyl)2Sulphamoyl; wherein R^. 

67 

10 maybeindependently optionally substituted on carbonby one or moreR .; 

R^, R^, R^", R^^ R'*\ R'*'', R^ ■ and R" are independently selected from halo, nitro, 

Ci-ioalkyl, Ca-ioalkenyl, Ca-ioalkynyl, Ci-ioalkoxy, Ci-ioalkanoyl, Cwoalkanoyloxy, 
CMoalkoxycarbonyl, //-(CMoalkyl)amino. iV,i\r-(CMoalkyl)2amino, 

15 iV;iV,//-(Ci.ioalkyl)3ammonio, CMoalkanoylamino, N-(CMoalkyl)carbamoyl, 

N,N-(Ci.ioalkyl)2carbamoyl, CMoalkylS(0)a wherein a is 0 to 2, N-(Cnoalkyl)sulphamoyl, 
iV,A^-(CMoalkyl)2Sulphamoyl,A^-(Ci-ioalkyl)sulphamoylamino, 
MiV-(Ci.ioalkyl)2Sulphamoylamino, CMoalkoxycarbonylamino, carbocyclyl, 
carbocyclylCi-ioalkyl, heterocyclic group, heterocyclylCi-ioalkyl, 

20 carbocyclyl-(CMoalkylene)e-R^^-(Ci.ioalkylene)r or 

heterocyclyl-(CMoalkylene)g-R^-(CMoalkyleneV; wherein R^^ R'^ R^^ R'\ ^\ R^' 
and R" may be independently optionally substituted on carbon by one or more R^^; and 
wherein if said heterocyclyl contains an -NH- group, that nitrogen may be optionally 
substituted by a group selected from R^; 

25 R^', R^, R^\ R^^ R''^ R"**, R^^ R^' and R*^ are independently selected from 

Ci-ealkyl. Ci-ealkanoyl, Ci^alkylsulphonyl, sulphamoyl, N-(Ci.6alkyl)sulphamoyl, 
W;iV-(Ci^alkyl)2Sulphamoyl, Cualkoxycarbonyl. carbamoyl. iV-(Ci.6allq^l)carbamoyl, 
iV;iV-(Ci^alkyl)2carbamoyl, benzyl, phenetiiyl, benzoyl, phenylsulphonyl and phenyl; 

R^^ R^\ R^, R^, R^, R", R^ and R*°aie independently selected from -0-, -NR^^-. 
30 -S(0).-, -NR*^C(0)NR^., .NR^C(S)NR*^-, -OC{0)N=C., .NR^C(0)- or -C(0)NR*'^.; 
wherem R^ and R^ are independently selected from hydrogen or Ci-ealkyl, and x is 0-2; 

R*' and R^ re independently selected from halo, hydroxy, cyano, carbamoyl, ureido, 
amino, nitro, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, methyl, 
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ethyl, methoxy, ethoxy, vinyl, allyl, ethynyl, methoxycarbonyl, fonnyl, acetyl, fonnamido, 
acetylamino, acetoxy, methylamino, dimethylaniino,iy-iiiethylcarbainoyl, 
iV,iV-dimethylcarbamoyl, methylthio, methylsulphinyl, mesyl, iV-methylsulphamoyl and 
iV;i\^-dimethylsulphamoyl; and 
5 e, f, g and h are independently selected from 0-2; 

or a phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Additional suitable IB AT inhibitors having the above structure are selected from any 

one of: 

(+/-)-trans-l,l-dioxo-3-ethyl-3-butyl-5-phenyl-7-methylthio-8-(iV-{(R)-a-[^^ 
10 (R)-5-(R)-2,3 ,4,5,6-pentahydroxyhexyl)carbamoyl]ben2yl }carbamoylmethoxy)-2,3,4,5- 
tetrahydro-l,4-benzothiazepine; 

(+/-)-trans-T,l-dioxo-3-ethyl-3-butyl-5-phenyl-7-methylthin-8-(^^ 
(R)-5-(R)-2,3,4,5,6-pentahydroxyhexyl)carbamoyl]ben2yl}carbamoylmethoxy)-2,3,4,5- 
tetrahydro-1 ,4-benzothiazepine; 
15 ia-dioxo-3-ethyl-3-butyl4-hydroxy-5-phenyl-7'(iV-{a4iV'K2-(S)-3-ai)-^^ 

2,3,4,5,6-pentahydroxyhexyl)carbamoyl]-2-fluorobenzyl}carbamoylmethylthio)-2,3,4,5- 
tetrahydrobenzothiapine; or 

14-dioxo-3-butyl-3-ethyM^hydroxy-5-phenyl-7-(iV-{l-[iV'K2-(S)-3-(R)-4-(^^^ 
2,3,4,5,6-pentahydroxyhexyl)carbamoyl]-l-(cyclohexyl)methyl}carbamoylmethylthio)- 
20 2,3,4,5-tetrahydrobenzothiepine. 

Compounds of formula (AI), (BI), (CI), (DI), (EI), (FI) and (GI) or a 
phannaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof may be 
prepared by processes known in the art 

In a particular aspect of the invention an IB AT inhibitor or a phannaceutically 
25 acceptable salt, solvate, solvate of such a salt or a prodrug thereof is an IB AT inhibitor or a 
phannaceutically acceptable salt thereof. 

Therefore in an additional feature of the invention, there is provided a combination of 
a compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof and an IB AT inhibitor, or a pharmaceutically acceptable salt, solvate, 
30 solvate of such a salt or a prodrug thereof. 

Therefore m an additional feature of the invention, there is provided a method for 
producing a cholesterol lowering effect in a warm-blooded animal, such as man, in need of 
such treatment which comprises administering to said animal an effective amount of a 
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compound of formula (I), or a phaimaceutically acceptable salt, solvate, solvate of such a salt 
or a prodrug thereof in simultaneous, sequential or separate administration with an effective 
amount of an IB AT inhibitor, or a phannaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof. 

5 According to a further aspect of the invention there is provided a pharmaceutical 

composition which comprises a compound of formula (I), or a phaimaceutically acceptable 
salt, solvate, solvate of such a salt or a prodmg thereof, and an IB AT inhibitor, or a 
pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof , in 
association witli a pharmaceutically acceptable diluent or carrier. 

10 According to a further aspect of the present invention there is provided a kit 

comprising a compound of formula (I), or a phannaceutically acceptable salt, solvate, solvate 
of such a salt or a prodrug thereof, and an IB AT inhibitor, or a pharmaceutically acceptable 
salt, solvate, solvate of such a salt or a prodmg thereof. 

According to a further aspect of the present invention there is provided a kit 

15 comprising: 

a) a compound of fomiula (I), or a phamiaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof, in a first unit dosage form; 

b) an IB AT inhibitor, or a phannaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof; in a second unit dosage fomi; and 

20 c) container means for containing said first and second dosage forms. 

According to a further aspect of the present invention there is provided a kit 
comprising: 

a) a compound of formula (I), or a phaimaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof, together witii a pharmaceutically acceptable diluent or carrier, in a 

25 first unit dosage form; 

b) an IB AT inhibitor, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodmg thereof, in a second unit dosage form; and 

c) container means for containing said first and second dosage forms. 

According to another feature of the invention there is provided the use of a compound 
30 of the formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodmg thereof, and an IB AT inhibitor, or a pharmaceutically acceptable salt, solvate, solvate 
of such a salt or a prodrug thereof, in the manufacture of a medicament for use in the 
production of a cholesterol lowering effect in a warm-blooded animal, such as man. 
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According to a further aspect of the present invention there is provided a combination 
treatment comprising the administration of an effective amount of a compound of the formula 
(I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, 
optionally together with a pharmaceutically acceptable diluent or carrier, with the 
5 simultaneous, sequential or separate administration of an effective amount of an IB AT 
inhibitor, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug 
thereof, optionally together with a pharmaceutically acceptable diluent or carrier to a warm- 
blooded animal, such as man in need of such therapeutic treatment. 

In another aspect of the invention, the compound of formula (I), or a pharmaceutically 

10 acceptable salt, solvate, solvate of such a salt or a prodrug thereof, may be administered in 
association with a PPAR alpha and/or gamma agonist, or pharmaceutically acceptable salts, 
solvates, solvates of such salts or prodrugs thereof. Suitable PPAR alpha and/or gamma 
agonists, phannaceutically acceptable salts, solvates, solvates of such salts or prodrugs tiiereof 
are well known in the art. These include the compounds described in WO 01/12187, WO 

15 01/12612, WO 99/62870, WO 99/62872, WO 99/62871. WO 98/57941, WO 01/40170, J Med 
Chem, 1996, 39, 665, Expert Opinion on Therapeutic Patents. 10 (5), 623-634 (in particular 
the compounds described in Uie patent applications listed on page 634) and J Med Chem, 
2000, 43, 527 which are all incorporated herein by reference. Particularly a PPAR alpha 
and/or gaimna agonist refers to WY-14643, clofibrate, fenofibrate, bezafibrate, GW 9578, 

20 troglitazone, pioglitazone, rosiglitazone, eglitazone, proglitazone, NN622/Ragaglitazar, BMS 
298585, BRL^9634. KRP-297, JTT-501, SB 213068, GW 1929. GW 7845, GW 0207, 
796449, L-165041 and GW 2433. Particularly a PPAR alpha and/or gamma agonist refers to 
(S)-2-ethoxy-3-[4-(2-{4-methanesulphonyloxyphenyl }ethoxy)phenyl]propanoic acid and 
phannaceutically acceptable salts thereof. 

25 Therefore in an additional feature of the invention, there is provided a combination of 

a compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof and a PPAR alpha and/or ganrnia agonist, or a pharmaceutically 
acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Therefore in an additional feature of the invention, there is provided a method for 

30 producing a cholesterol lowering effect in a warm-blooded animal, such as man, in need of 
such treatment which comprises administering to said animal an effective amount of a 
compound of formula (I), or a phannaceutically acceptable salt, solvate, solvate of such a salt 
or a prodrug thereof in simultaneous, sequential or separate administration with an effective 
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amount of a PPAR alpha and/or gamma agonist, or a pharmaceutically acceptable salt, 
solvate* solvate of such a salt or a prodrug thereof. 

According to a further aspect of the invention there is provided a pharmaceutical 
composition which comprises a compound of formula (I), or a pharmaceutically acceptable 
5 salt, solvate, solvate of such a salt or a prodrug thereof, and a PPAR alpha and/or gamma 
agonist, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug 
thereof, in association with a pharmaceutically acceptable diluent or carrier. 

According to a further aspect of the present invention there is provided a kit 
comprising a compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate 
10 of such a salt or a prodrug thereof, and a PPAR alpha and/or gamma agonist, or a 
pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

According to a further aspect of the present invention there is provided a kit 
comprising: 

a) a compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a 
15 salt or a prodrug thereof, in a first unit dosage form; 

b) a PPAR alpha and/or gamma agonist, or a pharmaceutically acceptable salt, solvate, solvate 
of such a salt or a prodrug thereof; in a second unit dosage form; and 

c) container means for containing said first and second dosage forms. 

According to a further aspect of the present invention there is provided a kit 
20 comprising: 

a) a compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof, togetiier with a pharmaceutically acceptable diluent or carder, in a 
first unit dosage form; 

b) a PPAR alpha and/or gamma agonist, or a pharmaceutically acceptable salt, solvate, solvate 
25 of such a salt or a prodrug thereof, in a second unit dosage form; and 

c) container means for containing said first and second dosage forms. 

According to another feature of the invention there is provided the use of a compound 
of the formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, and a PPAR alpha and/or gamma agonist, or a pharmaceutically acceptable 
30 salt, solvate, solvate of such a salt or a prodrug thereof, in the manufacture of a medicament 
for use in producing a cholesterol lowering effect in a warm-blooded animal, such as man. 

According to a further aspect of the present invention there is provided a combination 
treatment comprising the administration of an effective amount of a compound of the formula 
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(I), or a phaimaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, 
optionally together with a pharmaceutically acceptable dUuent or carrier, with the 
simultaneous, sequential or separate administration of an effective amount of a PPAR alpha 
and/or gamma agonist, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or 

5 a prodrug thereof, optionally together with a pharmaceutically acceptable diluent or carrier to 
a warm-blooded animal, such as man in need of such therapeutic treatment. 

In another aspect of the invention, the compound of formula (I), or a pharmaceutically 
acceptable salt, solvate, solvate of such a salt or a prodrug thereof, may be administered in 
association with a nicotinic acid derivative or a pharmaceutically acceptable salt, solvate, 

10 solvate of such a salt or a prodrug thereof. As used herein "nicotinic acid derivative" means a 
compounds comprising a pyridine-3-carboxylate structure or a pyrazine-2-carboxylate 
stmcture. Examples of nicotinic acid derivatives include nicotinic acid, niceritrol, 
nicofuranose, NIASPAN® and acipimox. 

Therefore, in an additional feature of the invention, there is provided a combination of 

15 a compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof and a nicotinic acid derivative or a pharmaceutically acceptable salt, 
solvate, solvate of such a salt or a prodmg thereof. 

Therefore in an additional feature of the invention, there is provided a method for 
producing a cholesterol lowering effect in a warm-blooded animal, such as man, in need of 

20 such treatment which comprises administering to said animal an effective amount of a 

compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt 
or a prodrug thereof in simultaneous, sequential or separate administration with an effective 
amount of a nicotinic acid derivative, or a phannaceutically acceptable salt, solvate, solvate of 
such a salt or a prodrug thereof. 

25 According to a further aspect of the invention there is provided a phamiaceutical 

composition which comprises a compound of formula (I), or a pharmaceutically acceptable 
salt, solvate, solvate of such a salt or a prodrug thereof, and a nicotinic acid derivative, or a 
pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, in 
association with a phannaceutically acceptable diluent or carrier. 

30 According to another feature of the invention there is provided the use of a compound 

of the formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, and a nicotinic acid derivative, or a pharmaceutically acceptable salt, solvate. 
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solvate of such a salt or a prodrug thereof, in the manufacture of a medicament for use in the 

production of a cholesterol lowering effect in a warm-blooded animal, such as man. 

In another aspect of the invention, the compound of formula (I), or a pharmaceutically 

acceptable salt, solvate, solvate of such a salt or a prodrug thereof, may be administered in 
5 association with a bile acid sequestrant or a pharmaceutically acceptable salt, solvate, solvate 

of such a salt or a prodrug thereof. Suitable bile acid sequestrants include cholestyramine, 

cholestipol and cosevelam hydrochloride. 

Therefore, in an additional feature of the invention, there is provided a combination of 

a compound of formula ©, or a pharmaceutically acceptable salt, solvate, solvate of such a 
10 salt or a prodrug thereof and a.bile acid sequestrant or. a pharmaceutically acceptable salt, 

solvate, solvate of such a salt or a prodrag thereof. 

producing a cholesterol lowering effect in a warm-blooded animal, such as man, in need of 
such treatment which comprises administering to said animal an effective amount of a 

15 compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt 
or a prodrug thereof in simultaneous, sequential or separate administration with an effective 
amount of a bile acid sequestrant, or a pharmaceutically acceptable salt, solvate, solvate of 
such a salt or a prodrug thereof. 

According to a further aspect of the invention there is provided a pharmaceutical 

20 composition which comprises a compound of formula (I), or a pharmaceutically acceptable 
salt, solvate, solvate of such a salt or a prodrug thereof, and a bile acid sequestrant, or a 
pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodmg thereof, in 
association with a pharmaceutically acceptable diluent or carrier. 

According to another feature of the invention there is provided the use of a compound 

25 of the formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, and a bile acid sequestrant, or a pharmaceutically acceptable salt, solvate, 
solvate of such a salt or a prodrug thereof, in the manufacture of a medicament for use in the 
production of a cholesterol lowering effect in a warm-blooded animal, such as man. 

According to an additional further aspect of the present invention there is provided a 

30 combination treatment comprising the administmtion of an effective amount of a compound 
of the formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, optionally together widi a pharmaceutically acceptable diluent or carrier, 
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with the simultaneous, sequential or separate administration one or more of the following 
agents selected from Group X: . 

> an antihypertensive compound (for example althiazide, benzthiazide, captopril, 
carvedilol, chlorothiazide sodium, clonidine hydrochloride, cyclothiazide, delapril 

5 hydrochloride, dilevalol hydrochloride, doxazosin mesylate, fosinopril sodium, 

guanfacine hydrochloride, methyidopa, metoprolol succinate, moexipril 
hydrochloride, monatepil maleate, pelanserin hydrochloride, phenoxybenzemine 
hydrochloride, prazosin hydrochloride, primidolol, quinapril hydrochloride, 
quinaprilat, ramipril, terazosin hydrochloride, candesartan, candesartan cilexetil, 

10 telmisartan, amlodipine besylate, amlodipine maleate and bevantolol hydrochloride); 

> an angiotensin converting enzyme inhibitor (for example alacepril, alatriopril, altiopril 
calcium, ancovenin, benazepril, benazepril hydrochloride, benazeprilat, 
benzoylcaptopril, captopril, captopril-cysteine, captopril-glutathione, ceranapril, 
ceranopril, ceronapril, cilazapril, cilazaprilat, delapril, delapril-diacid, enalapril, 

15 enalaprilat, enapril, epicaptopril, foroxymithine, fosfenopril, fosenopril, fosenopril 

sodium, fosinopril, fosinopril sodium, fosinoprilat, fosinoprilic acid, glycopril, 
hemorphin-4, idrapril, imidapril, indolapril, indolaprilat, libenzapril, lisinopril, 
lyciumin A, lyciumin B, mixanpril, moexipril, moexiprilat, moveltipril, muracein A, 
muracein B, muracein C, pentopril, perindopril, perindoprilat, pivalopril, pivopril, 

20 quinapril, quinapril hydrochloride, quinaprilat, ramipril, lamiprilat, spirapril, spirapril 

hydrochloride, spiraprilat, spiropril, spiropril hydrochloride, temocapril, temocapril 
hydrochloride, teprotide, trandolapril, trandolaprilat, utibapril, zabicipril, zabiciprilat, 
zofenopril and zofenoprilat); 

> an angiotensin n receptor antagonist (for example candesartan, candesartan cilexetil, 
25 losartan, valsartan, irbesartan, tasosartan, tehnisartan and eprosartan); 

> an andrenergic blocker (for example bretylium tosylate, dihydroergotamine so 
mesylate, phentolamine mesylate, solypertine tartrate, zolertine hydrochloride, 
carvedilol or labetalol hydrochloride); an alpha andrenergic blocker (for example 
fenspiride hydrochloride, labetalol hydrochloride, proroxan and alfuzosin 

30 hydrochloride); a beta andrenergic blocker (for example acebutolol, acebutolol 

hydrochloride, alprenolol hydrochloride, atenolol, bunolol hydrochloride, carteolol 
hydrochloride, celiprolol hydrochloride, cetamolol hydrochloride, cicloprolol 
hydrochloride, dexpropranolol hydrochloride, diacetolol hydrochloride, dilevalol 
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hydrochloride, esmolol hydrochloride, exaprolol hydrochloride, flestolol sulfate, 
labetalol hydrochloride, levobetaxolol hydrochloride, levobunolol hydrochloride, 
metalol hydrochloride, metoprolol, metoprolol tartrate, nadolol, pamatolol sulfate, 
penbutolol sulfate, practolol, propranolol hydrochloride, sotalol hydrochloride, 
5 timolol, timolol maleate, tiprenolol hydrochloride, tolamolol, bisoprolol, bisoprolol 

fumarate and nebivolol); or a mixed alpha/beta andrenergic blocker; 

> an andrenergic stimulant (for example combination product of chlorothiazide and 
methyidopa, the combination product of methyidopa hydrochlorothiazide and 
methyidopa, clonidine hydrochloride, clonidine, the combination product of 

10 chlorthalidone and clonidine hydrochloride and guanfacine hydrochloride); 

> channel blocker, for example a calcium channel blocker (for example clentiazem 
maleate, amlodipine besylate, isradipine, nimodipine, felodipine, nilvadipine, 
nifedipine, teludipine hydrochloride, diltiazem hydrochloride, belfosdil, verapamil 
hydrochloride or fostedil); 

15 > a diuretic (for example the combination product of hydrochlorothiazide and 

spironolactone and the combination product of hydrochlorothiazide and triamterene); 

> anti-anginal agents (for example amlodipine besylate, amlodipine maleate, betaxolol 
hydrochloride, bevantolol hydrochloride, butoprozine hydrochloride, carvedilol, 
cinepazet maleate, metoprolol succinate, molsidomine, monatepil maleate, primidolol, 

20 ranolazine hydrochoride, tosifen or verapamil hydrochloride); 

> vasodilators for example coronary vasodilators (for example fostedil, azacloizine 
hydrochloride, chromonar hydrochloride, clonitrate, diltiazem hydrochloride, 
dipyridamole, droprenilamine, erythrityl tetranitrate, isosorbide dinitrate, isosorbide 
mononitrate, lidoflazine, mioflazine hydrochloride, mixidine, molsidomine, 

25 nicorandil, nifedipine, nisoldipine, nitroglycerine, oxprenolol hydrochloride, 

pentrinitrol, perhexiline maleate, prenylamine, propatyl nitrate, terodiline 
hydrochloride, tolamolol and verapamil); 

> anti-coagulants (selected from argatroban, bivalirudin, dalteparin sodium, desirudin, 
dicumarol, lyapolate sodium, nafamostat mesylate, phenprocoumon, tmzapaiin 

30 sodium and warfarin sodium); 

> antithrombotic agents (for example anagrelide hydrochloride, bivalirudin, cilostazol, 
dalteparin sodium, danaparoid sodium, dazoxiben hydrochloride, efegatran sulfate, 
enoxaparin sodium, fluretofen, ifetroban, ifetroban sodium, lamifiban, lotrafiban 
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hydrochloride, napsagatran, orbofiban acetate, roxifiban acetate, sibrafiban, tinzaparin 
sodium, trifenagrel, abciximab and zolimomab aiitox); 

> fibrinogen receptor antagonists (for example roxifiban acetate, fradafiban, orbofiban, 
lotrafiban hydrochloride, tirofiban, xemilofiban, monoclonal antibody 7E3 and 

5 sibrafiban) 

> platelet inhibitors (for example cilostezol, clopidogrel bisulfate, epoprostenol, 
epoprostenol sodium, ticlopidine hydrochloride, aspirin, ibuprofen, naproxen, 
sulindae, indomethacin, mefenamate, droxicam, diclofenac, sulfinpyrazone and 
piroxicam, dipyridamole); 

10 > platelet aggregation inhibitors (for example acadesine, beraprost, beraprost sodium, 
ciprostene calcium, itezigrel, lifarizine, lotrafiban hydrochloride, orbofiban acetate^ 
oxagrelate, fradafiban, orbofiban, tirofiban and xemilofiban) 

> hemorrheologic agents (for example pentoxifylline); 

> lipoprotein associated coagulation inhibitors; 
15 > Factor Vila inhibitors; 

> Factor Xa inhibitors; 

> low molecular weight heparins (for example enoxaparin, nardroparin, dalteparin, 
certroparin, pamaparin, reviparin and tinzaparin); 

> squalene synthase inhibitors; 
20 > squalene epoxidase inhibitors; 

> liver X receptor (LXR) agonists for example GW-3965 and those described in 
WO00224632, WO00103705, WO02090375 and WO00054759 (claim 1 and the 
named examples of these four application are incorporated herein by reference); 

> microsomal triglyceride transfer protein inhibitors for example implitapide and those 
25 described in WO03004020. WO03002533, WO02083658 and WO 00242291 (claim 1 

and the named examples of these four application are incorporated herein by 
reference); 

or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, 
optionally together with a pharmaceutically acceptable diluent or carrier to a warm-blooded 
30 animal, such as man in need of such therapeutic treatment. 

Therefore, in an additional feature of the invention, there is provided a combination of 
a compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a 
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salt or a prodrug thereof and a compound &om Group X or a pharmaceutically acceptable salt, 
solvate, solvate of such a salt or a prodrug thereof. 

Therefore in an additional feature of the invention, there is provided a method for 
producing a cholesterol lowering effect in a wam-blooded animal, such as man, in need of 
5 such treatment which comprises administering to said animal an effective amount of a 

compound of formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt 
or a prodmg thereof in simultaneous, sequential or separate administration with an effective 
amount of a compound from Group X, or aphamiaceutically acceptable salt, solvate, solvate 
of such a salt or a prodrug thereof. 
10 According to a further aspect of the invention there is provided a pharmaceutical 

composition which comprises a compound of formula (I), or a pharmaceutically acceptable 
salt, solvate, solvate of such a salt or a prodrug thereof, and a compound from Group X, or a 
pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, in 
association with a pharmaceutically acceptable diluent or carrier. 
15 According to another feature of the invention there is provided the use of a compound 

of the formula (I), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, and a compound fipom Group X, or a pharmaceutically acceptable salt, 
solvate, solvate of such a salt or a prodrug thereof, in the manufacture of a medicament for 
use in the production of a cholesterol lowering effect in a warm-blooded animal, such as man. 
20 In addition to their use in therapeutic medicine, the compounds of formula ® , or a 

pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, are also 
useful as pharmacological tools in the development and standardisation of in vitro and in vivo 
test systems for the evaluation of the effects of inhibitors of cholesterol absorption in 
laboratory animals such as cats, dogs, rabbits, monkeys, rats and mice, as part of the search 
25 for new therapeutic agents. 

Many of the intermediates described herein are novel and are thus provided as a 
further feature of the invention. For example compounds of formula (TV) show cholesterol 
absorption inhibitory activity when tested in the above referenced in vitro test assay and are 
thus claimed as a further feature of the invention. 
30 Thus in a further feature of the invention, there is provided a compound of formula 

(IV), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

Therefore according to a further aspect of the invention there is provided a 
pharmaceutical composition which comprises a compound of formula (IV), or a 
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pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, as 
defined hereinbefore in association with a pharmaceutically-acceptable diluent or carrier. 

According to an additional aspect of the present invention there is provided a 
compound of the formula (IV), or a pharmaceutically acceptable salt, solvate, solvate of such 
5 a salt or a prodrug thereof, as defined hereinbefore for use in a method of prophylactic or 
therapeutic treatment of a warm-blooded animal, such as man. 

Thus according to this aspect of the invention there is provided a compound of the 
formula (IV), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof, as defined hereinbefore for use as a medicament. 
10 According to another feature of the invention there is provided the use of a compound 

of the formula (IV), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prGdmg thsrscf ds^nsd hereinbefore in the manufacture of ?. medicpin^rit for u^sc In the 
production of a cholesterol absorption inhibitory effect in a warm-blooded animal, such as 
man. 

15 According to another feature of the invention there is provided the use of a compound 

of the formula (IV), or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof as defined hereinbefore in the manufacture of a medicament for use in the 
treatment of hyperlipidaemic conditions in a warm-blooded animal, such as man. 

According to a furtiier feature of this aspect of tiie invention tiiere is provided a 

20 method for producing a cholesterol absorption inhibitory effect in a warm-blooded animal, 
such as man, in need of such treatment which comprises administering to said animal an 
effective amount of a compound of formula (IV), or a pharmaceutically acceptable salt, 
solvate, solvate of such a salt or a prodrug thereof. 

According to a further feature of this aspect of the invention there is provided a 

25 method of treating hyperlipidemic conditions in a warm-blooded animal, such as man, in need 
of such treatment which comprises administering to said animal an effective amount of a 
compound of formula QTV)* or a pharmaceutically acceptable salt, solvate, solvate of such a 
salt or a prodrug thereof. 

In the above other pharmaceutical composition, process, method, use and medicament 

30 manufacture features, the altemative and preferred embodiments of the compounds of the 
invention describediherdn also apply. 
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Examples 

The invention will now be illustrated in the following non limiting Examples, in which 
standard techniques known to the skilled chemist and techniques analogous to those described 
in these Examples may be used where appropriate, and in which, unless otherwise stated: 
5 (i) evaporations were carried out by rotary evaporation in vacuo and work up procedures were 
carried out after removal of residual solids such as drying agents by filtration; 
(ii) all reactions were carried out under an inert atmosphere at ambient temperature, typically . 
in the range 1 8-25°C, with solvents of HPLC grade under anhydrous conditions, unless 
otherwise stated; 

10 (iii) column chromatography (by the flash procedure) was performed on Silica gel 40-63 [im 
(Merck); 

(iv) yields are given for illustration only and are not necessarily the maximum attainable; 

(v) the structures of the end products of the formula (I) were generally confirmed by nuclear 
(generally proton) magnetic resonance (NMR) and mass spectral techniques; magnetic 

15 resonance chemical shift values were measured in deuterated CDCI3 (unless otherwise stated) 
on the delta scale (ppm downfield from tetramethylsilane); proton data is quoted unless 
otherwise stated; spectra were recorded on a Varian Mercury-300 MHz, Varian Unity plus- 
400 MHz, Varian Unity plus-600 MHz or on Varian Inova-500 MHz spectrometer unless 
otherwise stated data was recorded at 400MHz; and peak multiplicities are shown as follows: 

20 s, singlet; d, doublet; dd, double doublet; t, triplet; tt, triple triplet; q. quartet; tq, triple quartet; 
m, multiplet; br, broad; ABq, AB quartet; ABd, AB doublet, ABdd, AB doublet of doublets; 
dABq, doublet of AB quartets; LCMS were recorded on a Waters ZMD, LC column xTerra 
MS CaCWaters), detection with a HP 1100 MS-detector diode array equipped; mass spectra 
(MS) (loop) were recorded on VG Platform n (Fisons Instruments) with a HP-1 100 MS- 

25 detector diode array equipped; unless otherwise stated the mass ion quoted is (MH*); 
unless further details are specified in the text, analytical high performance liquid 
chromatography (HPLC) was performed on Prep LC 2000 (Waters), Cromasil Cg. 7 pm, 
(Akzo Nobel); MeCN and de-ionised water 10 mM anunonium acetate as mobile phases, with 
. suitable composition; 

30 (vii) intermediates were not generally fiilly characterised and purity was assessed by tiiin layer 
chromatography (TLC), HPLC. infra-red (R), MS or NMR analysis; 

(viii) where solutions were dried sodium sulphate was the drying agent; and 

(ix) the following abbreviations may be used hereinbefore or hereinafter:- 
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DCM 



dichloromethane; 
iV,iV-dimethylforraainide; 

o-Ben2otriazol-l-yl-iV,iV,W',//-tetramethyluronium-t^^ 
ethyl acetate; 
acetonitrile; 
trifluoroacetic acid; 



DMF 



TBTU 



EtOAc 



5 MeCN 



•TFA 



IPA 



isopropanol; 

di-isopropylethylamine; and 
tetrahydrofuran. 



DIPEA 



THF 



10 

Example 1 

l-f4-FluorDphenvlV3-r3-f4-fluQn)phenvlV3-hvdroxvpropvll-4-f4-fN-ffllVa^ 
butoxvcarbonvlmethvncaibamovl1benzvl]carfaamovlmethoxvMcnvlla2;etidin-2-one 
l-(4-Ruorophenyl)-3-t3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-carboxym 

15 phenyl)azetidin-2-one (Method 1; 20 mg, 0.043 mmol), rert-butyl iV-[(22?)-2-amino-2- 

phenyIethanoyl]glycinate (Method 4; 14 mg, 0.047 mmol) and 2,6-lutidine (25 |xl, 0.21 mmol) 
were added to DCM (2 ml) and the mixture was stkred for 5 minutes. TBTU (18 mg, 0.056 
mmol) was added and the mixture was stirred for 4 hours, at room temperature. The reaction 
mixture was purified by column chromatography using DCM/EtOAc (10/2) as eluent to give 

20 17 mg (56 %)ofthe title compound. M/z 712.4 (m-H)'. 

Example 2 

l-f4-FluorophenvlV343-f4>fluorophenvlV3-hvdroxvpropvl1-4-r4-W-ffRVa-riy^ 
fcarfaoxvmethvn carbamovllbenzvncarbamovlmethoxv^phenvl1azetidin-2-one 

25 l<4-Huorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-[4-(iV-{iR^ 
butoxycarbonylmethyl)carbamoyl]benzyllcarbamoylmethoxy)phenyl]azetidin-2-one 
(Example 1; 17 mg, 0.024 mmol) was added to formic acid (1 ml) and the mixture was stirred 
for 2.5 hours, at room temperature The solvent was evaporated under reduced pressure and 
methanol (1 ml) and triethylamine (75 were added to the residue. The mixture was stirred 

30 for 4.5 hours, at room temperature and the solvents were evaporated under.reduced pressure. 
The residue was solved in MeCN/water (50/50) (3 ml) and acetic acid (1 ml). The mixture 
was lyophilised to obtain 13 mg (83%) of the tide compound. NMR (300 MHz, DMS0-d6): 
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1.65-1.85 (m. 4H). 3.05 (bs, IH), 3.5-3.7 (m, 3H). 4.45-4.55 (m, IH), 4.6 (d, 2H), 4.85 (m, 
. IH). 5.55 (d, IH), 6.9 (d, IH). 7.05-7.4 (m. 17H). 8.4-8.55 (m, 2H); m/z 656.2 (m-H)\ 

Example 3 

5 l-r4-FluorophRnvlV3>r3-f4-fluorophenvlV3-hvdroxvpron vl1-4-U4A^-ff2-fwSV3^ 
fRV23,4.S,6-pentahvdroxvhexvDcarbamovlmethoxv1phenvl I az ctidin-2-one 

l-(4.Fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-carboxymethoxy 
phenyl)azetidin-2-one (Method 1; 40 mg, 0.086 mmol), D-glucamine (16 mg, 0.09 mmol) and 
2,6-lutidine (50 ^1, 0.42 mmol) were added to DCM (3 ml) and 2 drops of DMF. TBTU (36 

10 mg, 0. 11 mmol) was added and the mixture was stirred at room temperature for 2 hours. The 
solvents were evaporated under reduced pressure and the residue was purified twice by 
preparative HPLC using MeCN /ammonium acetate buffer (45:55) as eluent The collected 
fractions were lyophilised to obtain 16 mg (30%) of the title compound. NMR (300 MHz, 
CD3OD): 1.8-2.0 (m, 4H). 3.15-3.2 (m, IH). 3.4-4.0 (m. 8H). 4.6 (s. 2H). 4.7-4.8 (m. IH). 4.9 

15 (bs, IH), 7.0-7.5 (m,12H); m/z 629.2 (m-H)-. 

Example 4 

l-(4-RuorophenvlV3-r3-f4-fluorophenvlV3-hvdroxvpropvll-4- (4-rN-ffRVa-IA^-(SVr 
b^tQxvcarbonvlV2-f^b^toxv'^ethvllca^bamovUbenzvlkarbamov lmethoxvlphe^vltazeti 

20 one 

l.(4-Fiuorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-carboxymethoxy 
phenyl)azetidin-2-one (Method 1; 40 mg, 0.086 mmol), tert-hutyl JV-[(ZR)-2-amino-2- 
phenylethanoyl]-0-(rert-butyl)-L-seiinate (Method 6; 33 mg, 0.095 mmol) and 2,6-lutidine 
(50 jil. 0.42 mmol) were added to DCM (3 ml). TBTU (36 mg, 0.11 mmol) was added and the 
25 mixture was stirred at room temperature for 7 hours. The solvents were evaporated under 
reduced pressure to give a mixture containing the title compound. M/z 798.4 (M-H)\ 

Example S 

ur4-FluorQphenvlV343-f4^fluQmphenvlV3-.hvdrox vprQpvlV4-(4-rjV-ffR)-a-(jV-(SV 
30 (caifaoxvV2-fhvdroxv)ethYncarbamovl}benzvncarbamovlmethoxv1ph envUazetidin-2-one 
The l-(4-fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-{4-[iV-((R)-a-{iV- 
(S)-[l-(t-butoxycarbonyl)-2-(t-butoxy)ethyl]carbamoyl}benzyl)carbamoylmethoxy] phenyl} 
azetidin-2-one prepared in Example 4 was added to formic acid (3 ml) and the mixture was 
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stined for 5 days at room temperature. The solvent was evaporated under reduced pressure 
and methanol (4 ml) and triethylamine (0.4 ml) were added to the residue. The mixture was 
stirred for 24 hours, at room temperature and the solvents were evaporated under reduced 
pressure. The residue was purified by preparative HPLC using MeCN/ammonium acetate 

5 buffer (40:60) as eluent. The collected fractions were lyophiUsed to obtain 12 mg (20%. 2 
steps) of the titte compound. NMR (300 MHz. CD3OD): 1.8-1.95 (m, 4H), 3.1 (bs. IH), 3.7- 
3.8 (m, 2H). 4.35 (bs. IH). 4.55-4.7 (m. 3H). 4.8 (s. IH). 5.65 (s, IH). 6.95-7.4 (m. 17H); m/z 
686.3 (m-H)-. 

10 Example 6 

i.(4-T7lnr>rnphenvn-3-r3-f4-fluorophe n yn-^-hvdroxvnronvn-4-<4-{/V-f(R)-a-(f- 
h.ito-icvcarbonv1'>heTizvl1carba movi""'t>">^Y]p^''-"'^^^^etidin-2-one 

l-(4-Fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-carboxymethoxy 

phenyl)azetidin-2-one (Method 1; 40 mg. 0.086 mmol fert-butyl (2i?)-amino(phenyl)acetate 
15 (20 mg. 0.095 mmol) and 2.6-lutidine (50 \x\, 0.42 mmol) were added to DCM (3 ml). TBTU 
(36 mg. 0.1 1 mmol) was added and the mixture was stirred at room temperature for 5 hours. 
The solvent was evaporated under reduced pressure and was co-evaporated with toluene. The 
residue was purified by column chromatography using DCM/EtOAc (10/2) as eluent to give 
the title compound. M/z 655.3 (m-H)'. 

20 

Example 7 

1-(4.F1i.nrophenv1V3-r3-(4-flnnrnphenvlV3 -hvdr«xvproDvl1-4-f4-(V-r(RVa-(caTboxv) 

ben2vl1carbamQvlmethox y^pbenvnazetidin-2-one 

Thel-(4-fIuorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropylH-{4-{A^-[CR)-a-('- 

25 butoxycaibonyl)benzyl]caibamoyhnethoxy}phenyl}azetidin-2-one prepared in Example 6 
was added to formic acid (3 ml) and the mixture was stirred for 12 hours, at room 
temperature. The solvent was evaporated under reduced pressure and was co-evaporated with 
toluene. Methanol (3 ml) and triethylamine (0.1 ml) were added to the residue and the mixture 
was stirred for 4 hours, at room temperature The solvents were evaporated under reduced 

30 pressure and the residue was purified by preparative HPLC using MeCN/ammonium acetate 
buffer (50:50) as eluent. The collected fractions were lyophilised to obtain 17 mg (33%, 2 
steps).of the title compound. NMR (300 MHz. CD3OD): 1.8-2.0 (m. 4H), 3.05-3.15 (m, IH). 
4.5-4.7 (m. 3H), 4.8 (bs, IH), 5.35 (d, IH). 6.95-7.45 (m, 17H); m/z 599.5 (m-H)". 
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Example 8 

l-(4>Ru6rophcnvlV3-r3-r4-fluorophenvlV3-hvdroxvpropvlM-f4-W-a- 
butoxvcarbon vlmethyncarbamovlmethoxvlphen vl ) a2etidin-2-one : 

l-(4-Ruorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4<4-carboxymethoxy 
5 phenyl)a2etidin-2-one (Method 1; 40 mg, 0.086 imnol), glycine tert-butylester (18 mg, 0.091 
mmol) and 2,6-lutidine (50 0.42 mmol) were added to DCM (3 ml). TBTU (36 mg, 0.1 1 
mmol) was added and the mixture was stirred at room temperature for 20 hours. The solvent 
was evaporated under reduced pressure. The residue was purified by column chromatography 
using DCM/EtOAc (10/4) as eluent to give the title compound. M/z 579.2 (m-H)*. 

10 

Example 9 

l-(4-nuorophenvlV3-r3-r4-fluorophenvlV3-hvdroxvpropvlV4-<4-riV"(carboxvmethvn 
carbamovlmethoxvlphenvl ) azetidin-2'One 

Thel-(4-fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-{4-[iV-(r- 

15 butoxycarbonylmethyl)carbamoylmethoxy]phenyl}azetidin-2-one prepared in Example 8 was 
added to formic acid (3 ml) and the mixture was stirred for 4 hours, at room temperature. The 
solvent was evaporated under reduced pressure and was co-evaporated with toluene. 
Methanol (3 ml) and triethylamine (0.1 ml) were added to the residue and mixture was stirred 
for 20 hours, at room temperature .The solvents were evaporated under reduced pressure and 

20 the residue was purified by preparative HPLC using MeCN/anomonium acetate buffer (45:55) 
as eluent. The collected fractions were lyophilised to obtain 14 mg (31%, 2 steps) of the tifle 
compound NMR (300 MHz, CD3OD): 1.8-2.0 (m, 4H), 3.05-3.15 (m, IH), 3.85 (s, 2H), 4.55 
(s, 2H), 4.6-4.7 (m. IH). 4. 8 (bs, IH), 6.95-7.35 (m. 12 H); m/z 523.1 (m-H)'. 

25 Example 10 

l-f4-Fluorophenvn-3-r2-(4-fluorophenoxv^ethvn-4-{4-riV-fcarboxvmethvD carbamovl 

methoxvlphen vl I azetidin-2-one 

A solution of l-(4-fluorophenyl)-3-[2-(4-fluorophenoxy)ethyl]-4-[4-(carboxymethoxy) 
phenyl]a2etidin-2-one (Method 8; 0.050 g, 0.110 mmol), tert-b\xty\ glycinate hydrochloride 
30 (0.022 g, 0.131 mmol) andiV-methylmorpholine (0,050 ml, 0.454 nmiol) in DCM (3 ml) was 
stirred at room temperature for 5 minutes, after which TBTU (0,046 g, 0.143 mmol) was 
added. After 78 hours the conversion to tiie ester (m/z: 567.2) was completed and die solvent 
was removed under reduced pressure. The residue was dissolved in formic acid (3 ml) and the 
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solution was stirred for 20 hours. The solvent was removed under reduced pressure and the 
residue was purified by preparative HPLC using a gradient of 20-50% MeCN in O.IM 
ammonium acetate buffer as eluent. The fractions were freeze-dried and the title compound 
was obtained as a white solid (0.056 g; -quantitative yield). NMR (CD3OD, 400 MHz) 2.25- 
5 2.40 (m, 2H), 3.25-3.35 (m, IH), 3.90 (s, 2H). 4.05-4.20 (m, 2H), 4.50 (s, 2H). 5.00 (d, IH), 
6.80-7.05 (m, 8H). 7.25-7.40 (m. 4H); m/z: 511.1. 

Example 11 

l-(4-Fluorophenvl)>3-r2-(4-fluorophenoxv^ethvl1-4-(4-fA^-rfRVa-(carboxv)-4- 

10 (hvdroxv)benzvncarbamovlmethoxv)phenvDazetidin-2-one 

A solution of l-(4-fluorophenyl)-3-[2-(4-fluorophenoxy)ethyl]-4-[4-(carboxymethoxy) 
phenyl]azetidin-2-one (Method 8; 0.070 g, 0.154 mmol). rert-butyl D-tyrosinate (0.044 g, 
0.185 mmol) and //-methylmorpholine (0.051 ml, 0.463 mmol) in DCM (5 ml) was stirred at 
room temperature for 5 minutes, after which TBTU (0.065 g, 0.202 mmol) was added. After 

15 20 hours, the conversion to the ester (m/z: 673.4) was complete and the solvent was removed 
under reduced pressure. The residue was dissolved in formic acid (5 ml) and the solution was 
stirred for 24 hours. The solvent was removed under reduced pressure and the residue was 
purified by preparative HPLC usmg a gradient of 20-50% MeCN in O.IM anomonium acetate 
buffer as eluent The fractions were freeze-dried and the title compound was obtained as a 

20 white solid (0.052 g; 55 %). NMR (CD3OD, 400 MHz) 2.25-2.40 (m, 2H), 2.85-3.15 (m, 2H). 
3.25-3.40 (m. IH), 4.05-4.20 (m, 2H), 4.35-4.50 (m. 2H), 4.55-4.65 (m, IH). 5.00 (d, IH). 
6.55-6.65 (m, 2H), 6.80-7.05 (m, lOH), 7.25-7.35 (m, 4H); m/z: 615.2 CM-H)". 

Example 12 

25 l-(4-PluorODhenvlV3-r2-f4-fluQrQphenoxv^ethvn-4-f4-f7 V-r(RVl-fcarboxvV2- 
nivdroxv'iethvllcarbamovlmethoxvlphenvnazetidin-2-one 

A solution of l-(4-fluorophenyl)-3-[2-(4-fluorophenoxy)ethyl]-4-[4-(carboxymethoxy) 
phenyl]azetidin-2-one (Method 8; 0.070 g, 0.154 nmiol). tert-hniyl 0-(rerr-butyl)-D-serinate 
hydrochloride (0.047 g, 0.185 mmol) and iV-methylmorpholine (0.068 ml, 0,617 mmol) in 

30 DCM (5 ml) was stirred at room temperature for 5 minutes, after which TBTU (0.065 g, 0.202 
mmol) was added. After 20 hours, the conversion to the ester (m/z: 653.4) was completed and 
TFA (1.5 ml) was added to the reaction mixture. After 24 hours the solvent was removed 
under reduced pressure and the residue was purified by preparative HPLC, using a gradient of 
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20-50% MeCN in O.IM ammonium acetate buffer as eluent. The fractions were freeze-dried 
and the tide compound was obtained as a white solid (0.074 g; 89 %). M/z: 541.1. NMR 
(CD3OD, 400 MHz) 2.25-2.40 (m, 2H), 3.25-3.35 (m, IH), 3,80-3.95 (m, 2H), 4.05-4.20 (m, 
2H), 4.40 (t, IH), 4.55 (s, 2H). 5.00 (d, IH), 6.80-6.90 (m, 2H), 6.90-7.05 (m, 6H), 7.25-7.40 
5 (m.4H). 

Example 13 

l-(4-FluorophenvlV3-r2-f4-fluorophenoxv^ethvll-4-f4-W-ffRVl-carboxv-3- 
methvlbutvncarbamovlmethoxv1ohenvl)azetidin-2-one 

10 A solution of l-(4-fluorophenyl)-3-[2-(4-fluorophenoxy)ethyl]-4-[4- 

(carboxymethoxy)phenyl]azetidin-2-one (Method 8; 0.070 g, 0.154 mmol), tert-butyl D- 
leucinate hydrochloride (0.042 g, 0.188 mmol) and W-methykaorpholine {0.068 ml, 0.617 
mmol) in DCM (5 ml) was stirred at room temperature for 5 minutes, after which TBTU 
(0.065 g, 0.202 Domol) was added. After 20 hours, the conversion to the ester (m/z: 623.3) was 

15 complete and the solvent was removed under reduced pressure. The residue was dissolved in 
formic acid (5 ml) and the solution was stirred for 20 hours. The solvent was removed under 
reduced pressure and the residue was purified by preparative HPLC using a gradient of 20- 
50% MeC3^ in O.IM ammonium acetate buffer as eluent The fractions were freeze-dried and 
the title compound was obtained as a white solid (0.080 g; 91 %). NMR (DMSO, 400 MHz) 

20 0.75-0.85 (m, 6H), 1.45-1.60 (m, 31^. 2.15-2.30 (m, 2H), 3.20-3.30 (m, IH). 4.00-4.25 (m, 
3H). 4.50 (ABq, 2H), 5.05 (d. IH). 6.85-6.95 (m. 4H). 7.00-7.25 (m. 6H), 7.30-7.40 (m. 2H). 
8.05 (t. lH);m/z: 567.3. 

Example 14 

25 l-(4-FluorophenvlV3-f2-(4-fluorophenoxv^ethvll-4-f4-(iSr-r(SVl-rcarboxvV3-(carbamovl) 
propvllcarbamovlmethoxv lphenvDazetidin-2-one 

A solution of l-(4-fluorophenyl)-3-[2-(4-fluorophenoxy)ethyl]-4-[4-(carboxymethoxy) 
phenyl]azetidin-2-one (Method 8; 0,070 g, 0.154 mmol), tert-hntyl L-glutaminate 
hydrochloride (0.044 g, 0.184 nunol) and A^-methylmorpholine (0.068 ml, 0.617 mmol) in 

30 DCM (5 ml) was stiired at room temperature for 5 minutes, after which TBTU (0.065 g, 0,202 
mmol) was added. After 20 hours, the conversion to the ester (m/z: 638.3) was complete and 
the solvent was removed under reduced pressure. The residue was dissolved in formic acid (5 
ml) and the solution was stirred for 20 hours. The solvent was removed under reduced 
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pressure and the residue was purified by preparative HPLC using a gradient of 20-50% MeCN 
in O.IM ammonium acetate buffer as eluent. The fractions were freeze-dried and the title 
compound was obtained as a white solid (0.088 g; 98 %). NMR (CD3OD, 400 MHz) 1.90- 
2.40 (m, 6H), 3.25-3.35 (m, IH), 4.05-4.20 (m, 2H), 4.30-4.40 (m, IH). 4.50 (s. 2H), 5.00 (d, 
5 IH). 6.80-7.05 (m,8H), 7.25-7.40 (m.4H);m/z: 582.2. 

Example 15 

l-r4-FluQrophenvlV3-r2>r4.fluorophenoxv^&thvl1-4-(4 -W-rnElVa-(N-r(S)-l-(carboxv) 
(hvdrox v^eth vncarbamovl >benz vncarbamovlmethoxvlphen vl 1 aze tidin-2-one 

10 A solution of l-(4-fluorophenyl)-3-[2-(4-fluorophenoxy)ethyl]-4-[4-(carboxymethoxy) 

phenyl]azetidin-2-one (Method 8; 0.051 g. 0.113 mmol), tert-hntyl W-[(2i^)-2-amino-2- 
phenylethanoyl]-0-(rert-butyl)«L-serinate (Method 6; 0.047 g, 0.134 nmiol) and//- 
methylmoipholine (0.050 ml, 0.454 nrniol) in DCM (5 ml) was stirred at room ten^erature 
for 10 minutes, after which TBTU (0.065 g, 0.202 mmol) was added. After 18 hours, the 

15 conversion to the ester (m/z: 786.5) was complete and TFA (1.5 ml) was added to the reaction 
mixture. After 24 hours the solvent was removed under reduced pressure and the residue was 
purified by preparative HPLC using a gradient of 30-50% MeCN in O.IM ammonium acetate 
buffer as eluent. The fractions were freeze-dried and the title compound was obtained as a 
white soUd (0.057 g; 75 %). NMR (CD3OD, 400 MHz) 2.25-2.40 (m. 2H), 3.25-3.35 (m, IH). 

20 3.65-3.85 (m, 2H), 4.05-4.20 (m. 2H), 4.30-4.40 (m. IH). 4.50-4.65 (m. 2H), 5.00 (d. IH), 
5.65 (s. IH). 6.80-7.05 (m. 8H), 7.20-7.45 (m. 9H); m/z: 674.2. 

Example 16 

l-f4-HuQroDhenvlV3-r2-f4-fluoroDhenoxv^ethvl1-4-(4-r;V-iaiVa-r Ar-frS^^ 
25 carbamovl1-4-hvdroxvbenzvncarfaamovlmethoxv1phenvn azetidin-2-one 

A solution of l-(4-fluoiophenyl)-3-[2-(4-fluorophenoxy)ethyl]-4-[4-(carboxymethoxy) 
phenyl]azetidin-2-one (Method 8; 0.050 g, 0.110 mmol), (R)-a-{iV-[(S)-l-(f- 
butoxycarbonyl)propyl]carbamoyl}-4-hydroxybenzylamine (Method 11 of WO 03/022286; 
0.046 g, 0.133 mmol) and N-methylmorpholine (0.049 ml, 0.445 mmol) in DCM (5 ml) was 
30 stirred at room temperature for 10 minutes, after which TBTU (0.046 g, 0.143 mmol) was 
added. After 20 hours, the conversion to the ester (m/z: 744.5) was completed and the solvent 
was removed under reduced pressure. The residue was dissolved in formic acid (3 ml) and the 
solution was stirred for 24 hours before the solvent again was removed under reduced 



wo 2004/005247 



-89- 



PCT/GB2003/002811 



pressure. The residue was purified .by preparative HPLC using a gradient of 30-50% MeCN in 
O.IM anmonium acetate buffer as eluent The fractions were freeze-dried and the title 
compound was obtained as a white soUd (0.052 g; 69 %). NMR (CD3OD. 400 MHz) 0.70- 
0.80.(m. 3H), 1.55-1.70 (in,4H), 1.75-1.90 (m. IH), 2.25-2.40 (m, 2H), 3.25-3.35 (m, IH), 
5 4.05-4.20 (m, 2H), 4.20-4.30 (m, IH). 4.55 (ABq. 2H), 5.00 (d. IH), 5.50 (d. IH). 6.65-6.75 
(m. 2H). 6.80-7.05 (m. 8H). 7,15-7.40 (m, 6H)\ m/z: 688.2. 

Example 17 

3-rR^-4-nRVl-n?henvlV3-(phenvlethvlsulnhanvlM-<4-W-(nRVa-(N-r(SVl-(c^^^^ 
10 (hvdroxvleth vncarbamovl Ibenzvncarbamo vlmethoxvbhenvU azetidin-2-one 
A solution of 3-(R)-4-(R)-l-(phenyl)-3-(phenylethylsulphanyl)-4-[4- 
(carboxymethoxy)phenyl]azetidin-2-one (Method 9; 0.050 g, 0.115 mmol), fert-butyl N- 
[(2i?)-2-ainino-2-phenylethanoyl]-0-(ferr-butyl)-L-serinate (Method 6; 0.049 g, 0.140 mmol) 
and A^-methylmorpholine (0.050 ml, 0.454 mmol) in DCM (5 ml) was stirred at room 
15 temperature for 10 minutes, after which TBTU (0.075 g, 0.234 mmol) was added. After 18 
hours, the conversion to the ester (m/z: 766.5) was complete and TFA (1.5 ml) was added to 
the reaction mixture. After 24 hours the solvent was removed under reduced pressure and the 
residue was purified by preparative HPLC, using a gradient of 30-50% MeCN in O.IM 
ammonium acetate buffer as eluent The fractions were freeze-dried and the tide compound 
20 was obtained as a white solid (0.052 g; 69 %). NMR (CD3OD, 400 MHz) 2.85-3.00 (m, 4H), 
3.65-3.85 (m, 2H), 4.004.05 (m, IH). 4.35-4.40 (m, IH), 4.60 (ABq, 2H), 4.85 (d, IH). 5.65 
(s. IH), 6.95-7.45 (m, 19H); m/z: 654.2. 

Example 18 

25 3-aiM-aiVl-a>henvn-3-fphenvlethvlsulphanvD-4-f4-rN -lfRVa-rAr-(fSVl^ 

carboxvpropvncarbamovn-4-hvdroxvbenzvHcarbamovlmethoxv 1phenvl 1 azetidin-2-one 

A solution of 3-(R)-4-0R)-l-(phenyl)-3-(phenyletiiylsulphanyl)-4-[4- 
(caiboxymethoxy)phenyl]a2etidin-2-one (Method 9; 0.050 g, 0.110 mmol), (R)-a-{N-[(S)-l- 
(r-butoxycarbonyl)propyl]carbamoyl}-4-hydroxybenzylamine (Method 11 of WO 03/022286; 

30 0.048 g, 0.139 mmol) and N-methylmorpholine (0.051 ml. 0.463 mmol) in DCM (5 ml) was 
stirred at room temperature for 10 minutes, after which TBTU (0.075 g, 0.234 mmol) was 
added. After 20 hours, the conversion to the ester (m/z: 724.4) was completed and the solvent 
was removed under reduced pressure. The residue was dissolved in formic acid (3 ml) and the 
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solution was stirred ifor 24 hours. The solvent was removed under reduced pressure and the 
residue was purified by preparative HPLC using a gradient of 30-50% MeCN in 0,1M 
ammonium acetate buffer as eluent. The fractions were freeze-dried and the tide compound 
was obtained as a white soUd (0.037 g; 48 %). M/z: 668.1. NMR (CD3OD, 400 MHz) 0.65- 
5 0.80,(m, 3H). 1.50-1.70 (m, IH), 1.75-1.90 (m, IH), 2.85-3.00 (m, 4H), 4.00-4,05 (m, IH), 
4.20-4.30 (m, IH). 4.55 (ABq. 2H). 4.85 (d. IH), 4.45-4.55 (m, IH). 6.65-6,75 (m. 2H). 6.95- 
7.40(m,16H). 

Example 19 

10 3-rRV4-rRVl-fPheTivlV3-rnhenvlethvlsulphinvn-4-f4-riV-frR Va-rA^"f(SVl^ 
carbamQvn-4-hvdrox vbenzvl 1 carbamovlmethox vlnhen vl 1 azetidin-2-one 

To a solution of 3-(R)-4-(R)-l-(phenyl)-3-(phenylethylsulphanyl)-4-{4-[N-{(R)-a-[iV- 
((S)-l-carboxypropyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy]phenyl} azetidin-2- 
one (Example 18; 0.026 g. 0.039 mmol) in DCM (3 ml) was added a solution of MCPBA in 

15 DCM in portions until tiie reaction was complete (LC/MS). (Approximately 0.015 g 70-75% 
?n-CPB A was added). The solvent was removed under reduced pressure and the residue was 
purified by preparative HPLC using a gradient of 20-50% MeCN in O.IM ammonium acetate 
buffer as eluent After freeze-drying, the tide compound was obtained as a white solid (0.018 
g; 67 %). NMR (CD3OD, 400 MHz) (NB: diastereomeric mixture at flie sulphinyl) 0.65- 

20 0.80.(m. 6H). 1.55-1.70 (m. 2H), 1.75-1.90 (m, 2H). 2.95-3.35 (m. 7H). 3.75-3.90 (m. IH), 
4.20-4.30 (m, 2H). 4.40-4.50 (m. IH). 4.50-4.65 (m. 5H). 5.30 (d. IH). 5.45-5.55 (m, 2H), 
5.65 (d. IH). 6.65-6.80 (m. 4H). 6.95-7.10 (m, 6H), 7,15-7.35 (m, 22H). 7.35-7.50 (m. 4H); 
xn/z: 684.4. 

25 Example 20 

3-ai^-4-fRVl-ffhenvlV3-f4-fluorobenzovlmethvlsulDha nvn-4-f4-riV-fcarboxvm^^ 

carbamovlmethoxvlphenvl ) azetidin-2-one 

A solution of 3-(R)-4-(R)-l-(phenyl)-3-(4-fluorobenzoylmetiiylsulphanyl)-4-[4- 
(carboxymethoxy)phenyl]azetidin-2-one (Metiiod 10; 0.110 g, 0.236 mmol), tert-huiyl 
30 glycinate hydrochloride (0.067 g, 0.400 mmol) and iV-methylmorpholine (0.12 ml, 1.09 
mmol) in DCM (5 ml) was stirred at room temperature for 5 minutes, after which TBTU 
(0,130 g, 0.4049 mmol) was added. After 66 hours die conversion to the ester (m/z: 579,2) 
was complete and die solvent was removed under reduced pressure. The residue was 
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dissolvedin formic acid (3 ml) and the solution was stined at 40°C for 4 hours. The solvent 
was removed under reduced pressure and the residue was purified by preparative HPLC using 
a gradient of 20-50% MeCN in O.IM ammonium acetate buffer as eluent A white solid was 
obtained after ficeeze-drying (0.035g; 28 %). M/z 521.12 [M-1]". 

5 

F.Traiii ple21 

^^■>-4-fRVl-(PhenvD-3-f4-fluoroben20vlmethv lsulDhanvl')-4-r4-W-W-rfR'>-l-(f- 
hiitnx Yr-arhonvlVa-ff-butnxvtethvncar h Rmnvlmethvncarbamovlmethoxvlphenvllazetidin-a- 

one 

10 A solution of 3-(R)-4-(R)-l-(phenyl)-3-(4-fluorobenzoylmethylsulphanyl)-4-{4-[//- 

(carboxymethyl)carbamoylmethoxy]phenyl}azetidinr2-one (Example 20; 0.020 g. 0. 038 
mmol). fert-butyl 0-(iert-butyl)-D-serinate hydrochloride (0.012 g, 0.047 mmol) axiAN- 
methylmoipholine (0.013 ml, 0.118 mmol) in DCM (3 ml) was stirred at room temperature 
for 10 minutes, after which TBTU (0.016 g, 0.050 mmol) was added. After 66 hours the 

15 solvent was removed under reduced pressure and the residue was purified by flash 

chromatography using heptaneStOAc (1 :2) as eluent to give the title compound (0.020 g; 74 
%). NMR (400 MHz) 1.15 (s, 9H), 1.45 (s. 9H). 3.50-3.55 (m, IH), 3.75-3.85 (m, IH), 4.00- 
4.25 (m, 5H), 4.50 (s, 2H). 4.55-4.65 (m, IH). 4.85 (d, IH), 6.90-7.00 (m, 2H). 7.00-7.40 (m. 
9H), 7.90-8.05 (m, 2H); m/z: 722.1. 

20 

Example 22 

•^.n?V4.rRVl-fPhenvn-3-f4-fluorobenzovlmethvlsulphanvn-4- r4-W-fjV-rfRVl-(carfaoxY>-2- 
(hvdroxv^vncaibamQvlmethvllcarfaam6vlme thoxv>phenvnazetidin-2-one 

To a solution of 3-(R)-4-(R)-l-(phenyl)-3-(4-fluorobenzoyhnethylsulphanyl)4-[4-(iV- 

25 {iyf.[(R).l-(r.butoxycarbonyl)-2-(f-butoxy)ethyl]carbamoylmethyl}carbamoylmethoxy) 
phenyl]azetidin-2-one (Example 21; 0.020 g, 0.146 mmol) in DCM (4 ml) was added TFA 
(1.5 ml). After 18 hours the solvent was removed under reduced pressure and the residue was 
purified by preparative HPLC using a gradient of 20-50% MeCN in O.IM ammonium acetate 
buffer, as eluent. After freeze-drying, the tiUe compound was obtained as a white solid (0.017 

30 g; -quantitative). NMR (CD3COOH, 400 MHz) 5 3.95 (dd, IH). 4.10 (dd, IH), 4.15-4.35 (m, 
5H). 4.65 (s. 2H), 4.70-4.80 (m. IH), 5.05 (d, IH). 6.90-7.45 (m, UH). 7.95-8.10 (m. 2H); 
m/z: 610.2. 
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Example 23 

3-m^-4-rRVl-fPhenvlV3-f4-fluorobenzovlmethvlsul phanvn-4-(4-W-f 
fcarbQxvV2-nivdroxv^ethvl1carbamnvUbenzvncarbamovlmethoxv1phen vUa2etidin'2 
A solution of 3'(R)-4-(R)-l-(phenyl)-3-(4-fluorobenzoylrQethylsulphanyl)-4-[4- 

5 (carboxymethoxy)phenyl]a2etidin-2-one (Method 10; 0.015 g, 0.032 mmol), te/t-butyl iV- 
[(27^)-2-aimno-2-phenylethanoyl]-0-(r^r^-butyl)-L-serinate (Method 6; 0.017 g, 0.049 mmol) 
and iV-methylmorpholine (0.01 1 ml, 0.100 mmol) in DCM (3 ml) was stirred at room 
temperature for 10 minutes, after which TBTU (0.016 g, 0.50 mmol) was added. After 19 
hours the conversion to the ester (m/z: 798.80) was complete and TFA (1.5 ml)was added to 

10 the solution. After 7 hours the solvent was removed under reduced pressure and the residue 
was purified by preparative HPLC using a gradient of 20-50% MeCN in O.IM ammonium 
acetate buffer as eluent. After freeze-drying the title compound was obtained as a white solid 
(0.016 g; 72 %). NMR (ODsCOOH. 400 MHz) 3.85 (dd, IH), 4.05 (dd, IH). 4.20-4.30 (m, 
3H). 4.60-4.80 (m, 3H), 5.00 (d, IH), 5.90-6.00 (m. IH), 6.90-7.50 (m. 16H). 8.00-8.10 (m. 

15 2H); m/z: 686.6. 

Example 24 

3- (RM-fRVl-CPhenvlV3-r2-(4-fluorophenvlV2-hvdroxvethv lsulphanvn-4-f4-riV- 
fcarboxvmethvncarfaamovhnethoxv1phenvU azetidin-2-one 

20 To a stirring solution of 3-(R)-4-(R)-l-(phenyl)-3-(4-fluorobenzoyhnethylsulphanyl)- 

4- {4-[W^-(carboxymethyl)carbamoylniethoxy]phenyl}azetidin-2-one (Example 20; 0.010 g, 
0.019 mmol) in MeOH (1 ml) was added sodium borohydride (0,001 g, 0.026 mmol). After 
10 minutes wateir (1 ml) was added and the solvent was removed under reduced pressure. The 
residue was purified by preparative HPLC using a gradient of 20-50% MeCN in O.IM 

25 ammonium acetate buffer as eluent. After freeze-drying the title compound was obtained as a 
white solid (0.008 g; 80 %). M/z: 525.1. NMR (CD3COOD, 400 MHz) 3.00-3.20 (m, 2H), 
4.05-4.15 (m, IH), 4.20 (s, 2H), 4,70 (s, 2H), 4,85-5.00 (m. 2H), 6.95-7.10 (m, 5H). 7.20-7.45 
(m. 8H). 



30 
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Example 25 

3-m^>4-fRVl-(TPhenvlV3-r2^4-fluQrop henvlV2-hvdroxvethvls^^^^ 
fcarbQxvV2-nivdroxv^ethvllcaifaamQvlmethvlka rbamovlmetfa 

to a stirred solution of 3-(R)-4-(R)-l-(phenyl)-3<4-fluorobenzoylmethylsulphanyl)-^ 

5 [4.(iV-{iV.[(R)4-(caiboxy)-2-(hydroxy)ethyl]carbamoylm^ 

phenyl]azetidm-2-one (Example 22; 0.015 g, 0.025 mmol) in MeOH (2 ml) was added 
sodium borohydride (0.003 g, 0.079 mmol). After 5 minutes water (1 ml) was added and the 
solvent was removed under reduced pressure. The residue was purified by preparative HPLC 
using a gradient of 20-40% MeCN in O.IM ammonium acetate buffer as eluent. After freeze- 

10 drying the title compound was obtained as a white solid (0.010 g; 66 %).NMR(CD3C00D, 
400 MHz) 2.95-3.20 (m, 2H), 3.95 (dd, IH), 4.05-4.15 (m, 2H), 4.25 (ABq, 2H), 4.70 (s, 2H). 
. 4.70-4.80 (m, IH), 4.85-5.00 (m, 2H), 6.95-7,10 (m, 5H), 7,20-7.45 (m, 8H). 

Example 26 

15 3-ai)-4-(RVl-(Phenvn-3-r2-r4-fluorophenvlV2-hvdroxvethvlsulp hanvl1>4-(4-W-f^^ 

r(SVl-(carboxv)-2-(hvdroxv)ethvncarbamovnbenzvl)carbamoylme thoxv1phenvnazetidin-2- 

one 

To a solution of 3-(R)-4-(R)-l-(phenyl)-3-(4-fluorobenzoylmethylsulphanyl)-4-(4-[iV- 
((R)-a-{iV-[(S)-l-(carboxy)-2-(hydroxy)ethyl]carbamoyl}benzyl)carbamoylmethoxyl 

20 phenyl}azetidin-2-one (Example 23; 0.019 g, 0.028 mmol) in MeOH (3 ml) was added 

sodium borohydride (0.005 g, 0.073 mmol). After 10 minutes O.IM ammonium acetate buffer 
was added (aq, 1 ml) and the solvent was removed under reduced pressure. The residue was 
purified by preparative HPLC using a gradient of 20-50% MeCN in O.IM ammonium acetate 
buffer as eluent After freeze-drying. the title compound was obtained as a white solid (0,008 

25 g; 81 %). NMR (CD3COOD, 400 MHz) 3.00-3.20 (m, 2H). 3.85 (dd, IH). 4.00-4.15 (m, 2H), 
4.65-4.80 (m, 3H). 4.85-5.00 (m, 2H), 5.95 (s IH), 6.95-7.10 (m, 5H). 7.20-7.50 (m. 13H); 
m/z 688.21. 

Example 27 

30 3-aiM-fR)-l-(Phenvn'3-(thicn-3-vlcarbonvlmethvlsulphanvn- 4-(4-rj^-fcarboxvmethv 

carbamo vlmethoxvlohenyl 1 azetidin-2-one 

A solution of 3-(R)-4-(R)-l-(phenyl)-3-(thien-3-ylcarbonylmethylsulphanyl)-4-[4- 
(carboxymethoxy)phenyl]azetidin-2-one (Method 11; 0.039 g, <0,086 mmol), rert-butyl 
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glycinate hydrochloride (0.020 g, 0.119 mmol) and iV-methylmorpholine (0.035 ml, 0.318 
mmol) in DCM (3 ml) was stiired at room temperature for 10 minutes, after which TBTU 
(0,042 g, 0.131 mmol) was added. After 22 hours the solvent was removed under reduced 
pressure and the residue was purified by flash chromatography using heptane:EtOAc (1:1) as 

5 eluent. This gave 0.033 g of a colouriess oil (m/z: 567.1). This oil was dissolved in formic 
acid (3 ml) and the solution was stirred at room temperature for 18 hours. The solvent was 
removed under reduced pressure and the residue was purified by preparative HPLC using a 
gradient of 20-50% MeCN in O.IM ammonium acetate buffer as eluent. After freeze-drying, 
the title compound was obtained as a white solid (0.019 g; 43 %). NMR (CD3COOD, 400 

10 MHz) 4.15 (ABq, 2H), 4.20 (s, 2H). 4.25 (d, IH). 4.70 (s, 2H), 5.05 (d. IH), 6.95-7.15 (m. 
4H). 7.20-7.30 (m, 4H), 7.35-7.45 (m, 2H), 7.75-7.90 (m. 2H); m/z: 511.0. 

Example 28 

3-.fRW-fRVl-nPhenvn-3-ahien-3-vlcaibQnvlmethvlsu lphanvlV4-{4-!'A^-rm^ 
15 fcarboxvV2-fhvdroxvkthvncarbamovl IbenzvDcarbamovlmethoxvlphenv l \ a2etidin-2-onc 
A solution of 3-(R)-4-0El)-l-(phenyl)-3-(thien-3-ylcarbonyhnethylsulphanyl)-4-[4- 
(caiboxymethoxy) phenyl]azetidin-2-one (Method 11; 0.039 g. <0.086 mmol), tert-hvXyl iV- 
[(2/2)-2-amino-2-phenylethanoyl]-(3-(rert-butyl)-L-serinate (Method 6; 0.042g) andiV- 
methylmorpholine (0.022 ml) in DCM (4 ml) was stirred at room temperature for 10 minutes, 
20 after which TBTU (0.042 g) was added. After 22 hours the solvent was removed under 
reduced pressure and the residue was purified by flash chromatography using heptane:EtO Ac 
(1: 1) as eluent to give a colourless oil (0.050 g). M/z: 786.6. This oil was dissolved in DCM 
(4 ml) and TFA (1.5 ml) was added After 19 hours, the solvent was removed under reduced 
pressure and the residue was purified twice by preparative HPLC using a gradient of 20-50% 
25 MeCN in 0. IM ammonium acetate buffer as eluent. After freeze-drying, the title compound 
was obtained as a white solid (0.019 g; 33 %). NMR (CD3COOD, 400 MEIz) 3,85 (dd, IH), 
4.05 (dd, IH), 4.15 (ABq, 2H), 4.20-4.30 (m, IH), 4.60-4.75 (m, 3H), 5.05 (d, IH), 5,90 (s, 
IH), 6.95-7.15 (m, 4H), 7.20-7.50 (m, IIH). 7.75-7.85 (m, 2H); m/z: 674.3. 



30 
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Example 29 

. 3-nR^-4-(RVl-fPhenvlV3-r2-fthien-3-vlV2-hvdrQxvethvlsulphanvl1-4»^ 
caifaamovlmethoxvlphenvl ) a2etidin>2-one 

To a solution of 3.(R)-4-(R)-l-(phenyl)-3-(thien-3-ylcarbonylmethylsulphanyl)-4-{4- 

5 [iV-(carboxymethyl) carbamoylmethoxy]phenyl}azetidin-2-one (Example 27; 0.012 g, 0.024 
mmol) in MeOH (3 ml) was added sodium borohydride (0.006 g, 0.159 mmol). After 10 
minutes O.IM ammonium acetate buffer (aq, 1 ml) was added and the solvent was removed 
under reduced pressure. The residue was purified by preparative HPLC using a gradient of 20- 
50% MeCN in O.IM ammonium acetate buffer as eluent. After freeze-drying the title 

10 compound was obtained as a white soUd (0.010 g; 80 %). NMR (CD3COOD, 400 MHz) 5 
3.10-3.30 (m, 2H), 4.15 (dd, IH), 4.20 (s, 2H), 4.70 (s, 2H), 4.95 (dd, IH), 5.20 (dt, IH). 
6.90-7.10 (m, 5H), 7.20-7.35 (m. 5H). 7.40-7.45 (m. 2H); m/z: 511.3 (M-1)-. 

Example 30 

15 3-m)-4-fRVl-(PhenvlV342-(thien-3-vlV2-hvdroxvethvlsulphanvll-4-^4-W-f^ ^ 

l-(carboxvV2-flivdroxv^ethvl1carbamQvllbenzvDcarbamovlmethoxv1ph envnazetidin-2-one 
To a solution of 3-(R)-4-CR)-l-(phenyl)-3-(thien-3-ylcaibonylmethylsulphanyl)-4-{4- 
[A^-(a-(R)-{i\^-[(S)-l-(carboxy)-2-(hydroxy)ethyl]carbamoyl}benzyl)caibamoyl^^ 
phenyl }azetidin-2-one (Example 28; 0.019 g, 0.028 mmol) in McOH (3 ml) was added 

20 sodium borohydride (0.005 g, 0.132 mmol). After 10 minutes O.IM ammonium acetate buffer 
(aq, 1 ml) was added and the solvent was removed under reduced pressure. The residue was 
purified by preparative HPLC using a gradient of 20-50% MeCN in O.IM anamonium acetate 
buffer as eluent. After freeze-drying, the title compound was obtained as a white solid (0.015 
g; 79 %). NMR (CD3COOD. 400 MHz) 3.05-3.30 (m. 2H). 3.85 (dd, IH). 4.05 (dd, IH), 4.15 

25 (dd. IH). 4.65-4.75 (m. 3H). 4.90 (dd, IH), 5.15-5.25 (m. IH). 5.95 (s. IH), 6.90-7.10 (m. 
5H). 7.20-7.50 (m. 12H); m/z 674.16 (M-H)". 

Example 31 

l-f4-PluoroDhenvlV3-r2^f4-fluorophenvlthio^ethvn-4-(4-rjV-f(RV a-(jV-(SVri-(r- 
30 butoxvcarbonvlV2-fr-butQxv^ethvl1carbamovnbenzvDcarbamovlmethoxv1p henvllazetidin-2- 

one 

A solution of l-(4-fIuorophenyl)-3-[2-(4-fluorophenylthio)ethyll-4-[4- 
. (carboxymethoxy)phenyllazeddin-2-one (Method 17; 0.100 g, 0.213 mmol), rert-butyl N- 
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[(2R)-2-aniino-2-phenylethanoyl]-0-(rert-butyl)-L-serinate (Method 6; 0.150g. 0.428 nunol) 
and W-methylmorpholine (0.070 ml, 0.635 nunol) in DCM (4 ml) was stirred at room 
temperature for 10 minutes, after which TBTU (0.140 g, 0.436 mmol) was added. After 19 
hours the solvent was removed under reduced pressure and the residue was purified by flash 
5 chromatography using heptane:EtOAc (2:1) as eluent to give a colourless oil (0.149 g; 87 %). 
NMR (400 MHz) 0.90 (s. 9H), 1.45 (s, 9H). 2.05-2.30 (m. 2H), 2.95-3.15 (m. 2H), 3.20-3.25 

(m. IH), 3.30-3.35 (m. IH). 3.65 (dd, IH), 4.40-4.60 (m. 3H ), 4.60 (d. IH), 5.50 (dd, IH). 

6.50 (dd, IH), 6.85-7.00 (m, 6H), 7.15-7.40 (m, 1 IH), 7.90 (dd, IH); m/z: 802.8. 

.10 Example 32 

1 -a-PlnomphenvlV3-r2-(4-fluoroDhenvlthio')ethvn-4 -(4-riV-f (R)-a-{ Af-fSVri-(carfaoxY)-2- 
fhvdroxv'>ethvncarbamovUbenzvncarbamovlmethoxv1phe nvnazetidin-2-one 

To a solution of l-(4-fluorophenyl)-3-[2-(4-fluorophenylthio)ethyl]^(4-[iV-((R)-a- 
{7V-(S)-[l-(t-butoxycarbonyl)-2-(f-butoxy)ethyl]carbamoyl}benzyl)carbamoylmethoxy] 

15 phenyl)azetidin-2-one (Example 31; 0.149 g, 0.186 mmol) in DCM (3 ml) was added TFA 
(1.5 ml). After 20 hours, the solvent was removed under reduced pressure and the residue was 
purified by preparative HPLC using a gradient of 20-50% MeCN in O.IM ammonium acetate 
buffer, as eluent. After freeze-drying. the title compound was obtained as a white solid (0.098 
g; 77 %). NMR (400 MHz) 2.00-2.25 (m, 2H), 2.85-3.10 (m. 2H). 3.10-3.20 (m. IH), 3.35- 

20 3.45 (m, IH). 3.75-3.85 (m. IH), 4.15-4.45 (m. 3H ), 4.55 (d, IH), 5.70 (d. IH). 6.70-7.00 (m, 
6H), 7.10-7.35 (m, IIH). 7.45-7.55 (m. IH). 8.45-8.55 (m. IH); m/z: 690.5. 

Example 33 

1 -r4-Fluorophanvn-3-r2-f4-f1iinrnphenvlsul phinvnethvn-4-f 4-rjV-f (R)-a- f iV-(S)-ri- 
25 rcarboxvV2-(hvrimyv'>ethvnc!irbamQvnbenzv 1Viarbamovlmethoxv1phenYUagetidio-2-9ne 

Example 34 

1-r4-Fluoronhenvn-3-P-^4.fluoroDhenv1.sulDhonvD ethvn-4-(4-rN-f(RVa-{A^-(S)-ri- 
fra Ar.v yV?-fhvdmxvV t^i ynfiaibamov1 Ihenzvncaibamovlmethoxvlphe nyl } azetidin-2-one 
30 To a stirring suspension of l-(4-fluorophenyl)-3-[2-(4-fluorophenylthio)ethyl]^-{4- 

[JV-((R)-a- { ;V-(S)-[l-(carboxy)-2-(hydroxy)ethyl]carbamoyl }benzyl)carbamoylmethoxy] 
phenyl}azetidin-2-one (Example 32; 0.070 g, 0.102 mmol) in DCM (5 ml) was added meta- 
chloroperoxybenzoic add (0.035 g, 70-75%). After 20 hours, the solvent was removed under 
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reduced pressure and the residue was purified by preparative HPLC using a gradient of 20- 
40% MeCN in O.IM ammonium acetate buffer as eluent. After freeze-drying. l-(4- 
fluorophenyl)-3-[2-(4-fluorophenylsulpliinyI)ethyl]-4-{4-[7V-((R)-a-{W-(S)-[l-(caAoxy)-2- 
(hydroxy)ethyl]carbamoyl}benzyl)carbamoylmethoxy]phenyl}azetidin-2-one (0.022 g; 30 %) 

5 NMR (CD3COOD. 400 MHz) 2.15-2.45 (m, 2H), 3.10-3.35 (m. 3H), 3.85 (dd. IH), 4.05 (dd, 
IH), 4.65-4.75 (m, 3H), 4.80-4.90 (m. IH), 5.90 (s, IH). 6.95-7.05 (m. 4H). 7.25-7.50 (m, 
IIH). 7.70-7.80 (m, 2H); m/z: 706.2; and l-(4-fluorophenyl)-3-[2-(4-fluoropiienylsulphonyl) 
ethyll-4-{4-[N-((R)-a-{N-(S)-[l-(carboxy)-2-(liydroxy)ethyl]carbamoyl}benzyl) 
carbamoylmetlioxy]phenyl}azetidin-2-one (0.043 g; 59 %) NMR (CD3COOD. 400 MHz) 

10 2.25-2.40 (m, 2H), 3.25 (dt, IH), 3.35-3.55 (m. 2H). 3.85 (dd. IH). 4.05 (dd, IH). 4.65A75 
(m. 3H), 4.85 (d, IH), 5.95 (s, IH), 6.95-7.05 (m, 4H), 7.20-7.50 (m, IIH), 7.95-8.05 (m, 
2H); m/z: 722.1 were obtained as a white solids. 

Example 35 

15 l-('4-FluoroDhRnvlV3-r3-f4-f liif>mphenvl')-3-hvdroxvpropvn-4-('4-fAr-r(S)-a- 
(caiboxv)benzvncarbamovlmethoxv lphenvl)azetidin-2-one 

H4-Huorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4- 
carboxymethoxyphenyl)azetidin-2-one (Method 2, 49mg, O.lOSmmol) was dissolved in a 
solution of N-methylmorphoUne (35til. 0.318mmol) in 2ml DCM. (S)-Phenylglycine methyl 
20 ester hydrochloride (25mg, 0.124mmol) and TBTU (40mg, 0.125mmol) were added and the 
mixture was stirred at ambient temperature over night. The solution was diluted with 4ral 
DCM and washed with l%NaHC03. O.IM KHSO4 and brine. The organic phase was dried 
and evaporated to give the ester. M/z: 615. THF (2ml), water (0.5ml) and liOH (ca lOmg. 
0.418mmol) were added and the mixture was stirred over night. The solvent was removed and 
25 the residue was purified usmg preparative HPLC on a C8-column. A gradient from 20 to 50% 
MeCN in 0. IM ammonium acetate buffer was used as the mobile phase. LyophiUsation 
yielded a white solid. Mass: 40mg (63%). M/z: 601. NMR (400MHz, CD3OD): 1.75-2.06 (m. 
4H), 3.06-3.13 (m, IH), 4.47-4.67 (m, 3H), 4.79-4.82 (m, IH), 5.24 (d. IH), 6.90-7.06 (m, 
6H). 7.12-7.40 (m,nH). 

30 
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Example 36 

l-(4>FluQrQphenvlV343-r4-fluQfOPhenvlV3-hvdroxvproDvl1-4>r4-fN^ 
caibQxvpropvncarbamovl14-hvdroxVbenzvl}carbamovlmethoxv)phe nvl1azetidin-2-one 
l-(4-Huorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4- 
5 carboxymethoxyphenyl) azetidin-2-one (Method 2; 49nig, 0. lOSmmol) was dissolved in a 
solution of N-methylmorphoUne (40lil, O.318mmol) in 2ml DCM. tert-Butyl (25)-2-{[(2/?).2- 

amino-2-(4-hydroxyphenyl)acetyl]amino}butanoate hydrochloride (Method 14, 43mg, 
0,125mmol) and TBTU (40mg, 0.125mmol) were added. The mixture was stirred over night 
at ambient temperature. Additionally lOmg (0.029mmol) of the dipeptide was added and after 
10 2 hours the solution was diluted with 4ml DCM and washed with 1 %NaHC03, 0. IM KHSO4 
and brine. The organic phase was dried and evaporated to give the ester. M/z: 758. Formic 
acid (1.5inl) was added and the mixture was stirred over night. Additionally 1ml formic acid 
was added. After 3 hours the formic acid was removed and MeOH (2ml) together with EtsN 
(40|-Ll, 0.288inmol) were added and the mixture was stirred over night The mixture was 
15 concentrated under reduced pressure and purified using preparative chromatography. A 
gradient from 20% to 80% MeCN in O.IM ammonium acetate buffer was used as eluent 
Lyophilisation yielded 42mg (57%). NMR (400MHz, DMSO-de): 0.65-0.72 (m, 3H), 1.53- 
1.67 (m, IH), 1.74-2.04 (m. 5H), 3.06-3.14 (m, IH), 4,18-4.23 (m, IH), 4,50-4.66 (m, 3H), 
4.77-4.82 (m, IH), 5.46 (d. IH), 6.72 (t, 2H). 6.93-7.06 (m. 6H). 7.18-7.36 (m. 8H); m/z: 702. 

20 

Example 37 

l-r4-HuQrophenvlV343-r4-fluoroDhenvlV3-hvdroxv DrQPvl1-4-(4-rAr-f2-hvdroxvefe^^^ 

carbamovlmethoxvlphenvl }a2etidin-2-one 

i-(4-Fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4- 

25 carboxymcthoxyphenyl)azetidin-2-one (Method 2, 20mg, 0.043mmol) was dissolved in a 
solution of N-methylmorphoUne (lOjil, 0.091mmol) in 2ml DCM. 2-Aminoethanol (4}xl, 
0.066mmol) and TBTU (16mg, O.OSOmmol) were added and the mixture was stirred for 3 
hours. Additional 2-aminoethanol (3fil) was added. The mixture was stirred for 2,5 days then 
concentrated and purified using preparative chromatography. A gradient from 20% to 50% 

30 MeCN in O.IM ammonium acetate buffer was used as eluent. Lyophilisation yielded lOmg 
(45%). NMR (400MHz, CD3OD): 1.75-2.06 (m, 4H), 3.05-3.12 (m, IH), 3.38 (t, 2H), 3.61 (t, 
2H). 4.51 (d. 2H), 4.57-4.66 (m. IH), 4.77-4.83 (m, IH), 6.93-7.07 (m. 6H), 7.22-7,37 (m, 
6H); m/z: 511. 
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Example 38 

144-HuoroDhenvn-3-r3-(4-f lnnrn phenvlV '^-hvdroxvproDvl1-4-j4-rjV-(2-methoxvethvn 

carbamovlmethoxvlphenvl ) azetidin-2-one 

l-(4-Huorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4- 

5 carboxymethoxyphenyl)azetidin-2-one (Method 2, 20mg, 0.043mmol) was dissolved in a 
solution of N-methylmorpholine (10^1. 0.091nunol) in 2ml DCM. 2-Methoxyethylamine (5jU, 
O.058mmol) and TBTU (16mg, O.OSOmmol) were added and the mixture was stirred for 3 
hours at ambient temperature. The mixture was concentrated and purified using preparative 
chromatography. A gradient from 20% to 50% MeCN in O.IM ammonium acetate buffer was 

10 used as eluenL Lyophilisation yielded 5mg (22%). NMR (400 MElz, CD3OD): 1.75-2.05 (m, 
4H), 3.05-3.15 (m, IH), 3.29 (s, 3H), 3.40-3.44 (m, 4H). 4.5 (d, 2H). 4.57-4.66 (m. IH), 4.78- 
4.82 (m, IH), 6,92-7.06 (m, 6H), 7.22-7.37 (m. 6H); m/z: 525. 

Example 39 

15 l->(4-FLuoroDhenvlV3-r3-f4-fluQrQDhenvlV3-hvdiDXVPr Qpvl1-4--f4-rN^ 
caibamovlmethoxv1phe nvUa2etidin-2-one 

TBTU (26 mg, 0.081 mmol) was added to a mixture of l-(4-fluorophenyl)-3-[3-(4- 
fluorophenyl)-3-hydroxypropyl]'4-(4-carboxymethoxyphenyl)^^^ (Method 2; 29 

mg, 0.062 mmol), taurine (24 mg, 0.19 mmol) and triethylamine (25 mg, 0.25 mmol) in 

20 MeCN (1 ml). After 1 hour DMF (1 ml) was added and the MeCN was removed in vacuo at 
SO'C. After 4 days at room temperature the mixture was purified by preparative HPLC using a 
gradient of MeCN/ammonium acetate buffer to give the title compound (2 mg, 6%). NMR 
(CD3OD, 400 MHz) 7.40-7.20 (m. 6H), 7.05-6.95 (m, 6H), 4.8 (m, IH), 4,7-4.55 (m, IH), 4.5 
(s, 2H). 3.75 (t, 2H), 3.1 (m, IH), 2.95 (t, 2H). 2.0-1.8 (m. 4H). 

25 

Example 40 

l-r4-RuQrophenvn-3-r3-r4-fluornphenvlV3-h vdroxvpropvn-4-(4-fiV-r(S>l-(r- 
butoxvcarbonvnethvllcarbamQvlmethoxv lphenvDa2etidin-2-one 

l-(4-Fluorophenyl)-.3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4- 
30 carboxymethoxyphenyl)azetidin-2-one (Method 2; 30 mg, 0.064 mmol), rerr-butyl L- 

alaninate hydrochloride (40 mg, 0.22 nomol). triethyl amine (0.036 ml. 0.26 nmiol) and TBTU 
(35 mg. 0. 1 1 mmol) were mixed (in that order) in MeCN (1 ml). After 4 hours the mixture 
was diluted with toluene and the solution was washed with hydrochloric acid (2M) and 
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sodium hydrogen carbonate solution. The solvent was removed in vacuo and the residue was 
purified by preparative HPLC using a gradient of MeO^/ammonium acetate buffer to give the 
title compound (20 mg. 52%). NMR (CD3OD, 500 MHz) 7.40-6.90 (m), 4.8 (m), 4.7-4.3 (m). 
3,95 (q), 3,2 (q), 3.1 (m), 2-1.8 (m), 1.5-1.3 (m); m/z 595.60 (M+H)^ and 593.53 (M-H)'. 

5 

Example 41 

l-(4-FluorophenvlV3-r3-r4-fluorophenvlV3-hvdroxvprQDvl1-4- r44A^>rrSVl-rcaifaoxv^ 
ethyncarbamovlmethQxylphenvi')azetidin-2-one 

A solution of l-(4-fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{iV- 

10 [(S)-l-(f-butoxycarbonyl)ethyl]carbamoylmethoxy}phenyl)azetidin-2-one (Example 40; 20 
mg, 0.034 mmol) in formic acid (1 ml) was kept at room temperature overnight. The formic 
acid was removed in vacuo and the residue was dissolved in methanol (4ml). Aqueous 
ammonia (25%, 0.2 ml) was added and after 1 hour at room temperature the mixture was 
purified by preparative HPLC using a gradient of MeCN/ammonium acetate buffer to give the 

15 title compound (5 mg. 28%). NMR (CD3OD, 400 MHz) 7.4-7.2 (m. 6H). 7.1-6.9 (m, 4.8 
(m, IH), 4.7-4.6 (m, IH), 4.5 (s, 2H), 4.3 (q, IH). 3.1 (m, IH), 2-1.7 (m, 4H), 1.4 (dd, 3H); 
m/z 539.51 (M+H)* and 537.50 (M-H)-. 

Example 42 

20 l-f4-FluoiDPhenvlV3-r3-f4-fluoroDhenvlV3-hvdroxvpropvl1-4-r4>W-fmVa-W^ 
sulphoethvncarbamovn-4-hvdroxvbenzvUcarbamovlmethoxvb henvl1azetidin-2-one 

. l.(4-Huorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4- 
carboxymethoxyphenyl)azetidin-2-one (Method 2; 28 mg, 0.06 nmiol), 2-{[(2/?)-2-aniino-2- 
(4-hydroxyphenyl)acetyl]amino}ethanesulfonic acid (30 mg, 0.11 mmol), triethylamine (24 

25 mg. 0.24 mmol), and TBTU (29 mg, 0.09 mmol) were mixed in DMF (1.5 ml). After stirring 
overnight the reaction mixture was purified by preparative HPLC using a gradient of 
MeCN/ammonium acetate buffer to give the title compound (18 mg, 42%). NMR (CD3OD, 
400 MHz) 7.4-7.1 (m), 7.1-6.9 (m), 5.4 (m), 4.8 (m). 4.7-4,5 (m), 3.65-3.55 (m). 3.15-3.05 
(m), 3-2.8 (m), 2-1.7 (m); m/z 724.46 (M+H)* and 722.54 (M-H)*. 

30 
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Example 43 

l-f4-RuQrophenvlV3-r3-f4-fluoroohenvlV3-hvdroxvpn )pyl1-4-l4-rJV-^ 
hutox vcarbon vDeth vllcarbamovnethyl^caifaamov lmethoxvlphenvl 1 azetidin-2-OTie 
l-(4-Huoiophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]4-(4- 

5 carboxyinethoxyphenyl)a2etidin-2-one (Method 2; 30 mg, 0.064 mmol), tert-hniyl L-alanyl- 
L-alaninate (25 mg, 0.12 mmol), triethylamine (0.036 ml, 0.26 mmol) and TBTU (31 mg, 
0.10 mmol) were mixed (in that order) in DMF (1,5 ml). After 16 hours the mixture was 
diluted with toluene and the solution was washed with water, hydrochloric acid (2M). water 
and sodium hydrogen carbonate solution and water. Addition of IPA and removal of the 

10 solvents in vacuo gave the title compound. M/z 666.57 (M+H)"^ and 664.68 (M-H)". 

Example^ 

l-r4-Fluorophenvn-3-r3-(4-fluorophenvlV3-hvdroxvpropvn-4 -(4-rN-f(S)-l-{iV-r(S)-l- 
fcarboxv^ethvl1carbamovUethvncarbamovlmethoxvlphe nvnazetidin-2-one 

15 l<4-FIuorophenyl)-3-[3K4-fluorophenyl)-3-hydroxypropyl]-4-{4-[iV-((S)-l-{/y-^^^ 
l-(f-butoxycarbonyl)ethyl]carbamoyl}ethyl)caibamoylmethoxy]phenyl} azetidin-2-one 
(Example 43; 54 mg, 0.081 mmol) was dissolved in formic acid (2 ml). After 16 hours the 
formic acid was removed in vacuo and the residue was dissolved in methanol (4 ml) and 
aqueous ammonia (25%, 0.2 ml). After 6 hours the mixture was purified by preparative HPLC 

20 using a gradient of MeCN/ammonium acetate buffer to give the title compound (15 mg, 30%). 
NMR (CD3OD, 400 MHz) 7,4-7.2 (m, 6H), 7.1-6.9 (m. 6H), 4.8 (m, IH), 4.7-4.5 (m, IH), 4.5 
(s, 2H). 4.45 (q. IH), 4.3-4.2 (m. IH), 3.2 (q. IH), 3.1-3.0 (m. IH), 2-1.8 (m, 4H). 1.4-1.2 (dd, 
6H); m/z 610.57 (M+H)"" and 608.53 (M-H)'. 

25 Example 45 

l-f4-FluorophenvlV3-r3-r4-fluorophenvn-3-hvdr oxvpropvl1-4-(4-{A^-riV- 
fmethoxvcarbonvlmethvDcarbamovlmethvl1carbamovlmethoxv lphenvnazetidin-2-one 

l-(4-Fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4- 
carboxymethoxyphenyl) azetidin-2-one (Method 2; 30 mg. 0.064 mmol), methyl 
30 glycylglycinate (19 mg, 0.13 mmol), triethyl amine (0.036 ml, 0.26 mmol) and TBTU (31 mg, 
0.10 mmol) were mixed (in that order) in DMF (1.5 ml). After 16 hours the mixture was 
diluted with toluene and the solution was washed with water, hydrochloric acid (2M), water 
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and sodium hydrogen carbonate solution and water. Addition of IPA and removal of the 
solvents in vacuo gave the title compound. M/z 596.50 (M+H)* and 594.45 (M-H)'. 

Example 46 

5 l-f4^RuQroDhenvlV343-f4-flunrQphenv]V3-hvdrQXVPr Qpvl1-4-f44JV-r/V-(carboxvm^ 
caibamovlmethvl1carbamQvlmethox v)phenvDazetidin-2-one 

A solution of l-(4-fIuorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{iV-[N- 
(methoxycarbonylmethyl)carbamoylmethyl]carbamoylmethoxy}phenyl)azetidin-2-one 

(Example 45; 44 mg, 0.074 mmol) in THF (4 ml) was added to a stirred solution of lithium 
10 hydroxide (10 mg, 0.43 mmol) in water (2 ml). After 16 hours the mixture was carefuUy 
neutralized with hydrochloric acid. Purification by preparative HPLC using a gradient of 
MeCN/ammonium acetate buffer gave the title compound (17 mg, 40%). NMR (CD3OD, 400 
MHz) 7.4-7.2 (m, 6H), 7.1-6.9 (m, 6H), 4.8 (m, IH), 4.7-4.6 (m. IH). 4.6 (s, 2H). 3.95 (s. 
2H), 3.8 (s. 2H), 3.1-3.05 (m, IH), 2-1.8 (m. 4H). 

15 

Example 47 

1-f4-FlunrQphenvlV34^-r4-fluorophe nvlV3-hvdroxvprQPvn-4--f4-f//-rfSVl,3-bis- 
(ethoxvcarbQnvnpropvl1 f^«ThaTnQ vlmethoxvlph envnazetidin-2-one 

l.(4-Fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyll-4-(4- 

20 carboxymethoxyphenyl)azetidin-2-one (Method 2; 30 mg. 0.064 mmol). diethyl L-glutamate 
(19 mg. 0.093 mmol). tiiethylamine (0.036 ml. 0.26 nunol) and TBTU (31 mg, 0.10 nunol) 
were mixed (in that order) in DMF (1.5 ml). After 16 hours the mixture was diluted with 
toluene and the solution was washed with water, hydrochloric acid (2M), water and sodium 
hydrogen carbonate solution and water. Addition of IPA and removal of the solvents in vacuo 

25 gave flie titie compound, M/z 653.56 OvI+H)**" and 651.60 (M-H)". 

Example 48 

1-f4-FluorophcnvlV3-r3-r4-fluorophenvlV3-hvdro xvpropvll-4>f4-{Af-rfSVl,3-bis-(car^^^ 

propvl1carbamovlmethoxylphenvD azetidin-2-one 
30 To a solution of l-(4-fluorophenyl)-3.[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{iV- 

[(S)-13-bis-(ethoxycarbonyl)propyl]carbamoylmethoxy}phenyl)azetidin-2-one (Example 47; 
30 mg, 0.046 mmol) in ethanol (4 ml) was added 3,75 M sodium hydroxide solution (0.05 ml. 
0.19 mmol). After 16 hours more 3.75M sodium hydroxide solution (0,05 ml, 0.19 mmol) was 
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added. The ethanol was removed m vacuo andTHF (2.5 ml) and water (1.5 ml) were added. 
After 24 hours the reaction mixture was purified by preparative HPLC using a gradient of 
MeCN/ammonium acetate buffer to give the title compound (11 mg, 40%). NMR (CD3OD, 
400 MHz) 7.5-6.9 (m), 5-4.8 (m). 4.75-4.6 (m), 4.5 (s), 4,45 (m). 4.4-4-3 (br s). 3.1-3.05 (m), 
5 2.3-2.1 (m), 2-1.8 (m); m/z 597.52 (M+H)* and 595.49 (M-H)". 

Example 49 

l-(4-FluorophenvlV3-r3-f4-fluoroDhenvlV3-hvdroxvpropvn-4-f4-fjV-r(SVl-a- 
butoxvcarfaonvlV5-(r-butoxvcarbonvlaminolpentvncarbamovlmethoxv)phenvDazetidin-2-one 

10 l-(4-Fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4. 

caiboxymethoxyphenyl)azetidin-2-one (Method 2; 30 mg, 0.064 nmiol), tert-butyl I^'{tert- 
biitoxycBrboTiy!)-L-lyslTiate (39 mg, 0.13 mmol), triethyl amine (0.036 ml. 0.26 mmol) and 
TBTU (31 mg, 0.096 mmol) were mixed in DMF (1.50 ml). The mixture was stirred for 16 
hours and then diluted with water and toluene. The organic phase was washed with 

15 hydrochloric acid, water, sodium bicarbonate solution and then water. IPA was added to the 
organic phase and the solvents were removed in vacuo to give the title compound (39 mg, 
81%). M/z 752.68 (M+H)"- and 750.79 (M-H)". 

Example 50 

20 l-r4~FluQrophenvlV3-r3-f4-fluorophenvlV3-hvdroxvpropvl1-4-f4- (iV-rfSVl-fcarboxvV5- 
(aminofaentvllcaibamovlmethoxv>phen vnazetidin-2-one 

l-(4-Huorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{iV-[(S)-l-(r- 
butoxycarbonyl)-5-(r-butoxycaibonylanuno)pentyl]carbamoylmethoxy}phenyl)azetidin-2-one 
(Example 49; 39 mg, 0.052 nmiol) was kept in formic acid (2 ml) for 64 hours. The acid was 

25 removed in vacuo and the residue was dissolved in methanol (4 ml) and aqueous ammonia 
(25%, 0.4 ml). After 16 hours the solvent was removed in vacuo and the residue was purilBed 
by preparative HPLC using a gradient of MeCN/anunonium acetate buffer to give the title 
compound (7 mg, 23%). NMR {CDzOD, 400 MHz) 7.4-7.2 (m, 6H), 7.05-6.95 (m, 6H), 4.8 
(m. IH), 4.65-4.6 (m, IH), 4.5 (s, 2H), 4.35-4-3 (m, IH), 3.1-3.05 (m, IH). 2.9-2.8 (m, 2H). 

30 2-1.6 (m,6H), 1.5-1.2 (m,4H). 
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Example 51 

l-r4>FluorophenvlV3-r3-f4-fluorophenvlV3-hvdroxvpropvn-4-(4-(jV-r2-(r- 
butoxvcarbonvncthvncaibamovlmethoxvtphenvnazetidin-2'One 

A mixture of l-(4-fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4- 

5 carboxymethoxyphenyl) azetidin-2-one (Method 2; 47 mg, 0.101 mmol), tert-hntyl P- 
alaninate (48 mg, 0.33 mmol), triethylamine (0.07 ml, 0.5 mmol). and TBTU (42 mg, 0.13 
mmol) were mixed in DMF (1 ml) and left overnight. The mixture was diluted with diethyl 
ether and washed with potassium hydrogen sulphate solution and sodium carbonate solution. 
The organic phase was dried (magnesium sulphate) and the solvent was removed in vacuo to 

10 give the title compound (38 mg, 64%). M/z 595.54 (M+H)+ and 593.61 (M-H)". 

Example 52 

l-f4-HuorophenvlV3-r3-f4-fluorophenvlV3-hvdroxvpropvll-4-f4- fAf-r2-fc^ 
caibamovlmethoxvlphenvnazetidin-2-one 

15 l-(4-Huorophenyl)-3-t3-(4-fluorophenyl)-3-hydroxypropyl]-4.(4-{i\r-[2-(N 

butoxycarbonyl)ethyl]carbamoylmethoxy}phenyl)a2etidin-2-one (Example 51; 38 mg, 0.064 
mmol) was dissolved in formic acid (2 ml). After 16 hours the acid was removed m vacuo 
with the aid of MeCN. After complete removal of the solvents the residue was dissolved in 
methanol (5 ml) and aqueous ammonia (25%, 1 ml). Hydrolysis was complete in 2 hours and 

20 purification by HPLC using a gradient of MeCN/ammoniiun acetate buffer gave the title 
compound (20 mg. 59%). NMR (CD3OD, 400 MHz) 7.4-7.2 (m, 6H), 7.1-6.9 (m, 6H), 4.8 
(m, IH), 4.7-4.6 (m, IH). 4.5 (s, 2H), 3.5 (t. 2H), 3.1-3.05 (m, IH), 2.4 (t, 2H), 2-1.8 (m. 4H); 
m/z 539.42 (M+H)"" and 537.50 (M-H)-. 

25 Example 53 

l-f4-FluorophenvlV3-r3-f4-fluorophcnvn-3-hvdroxvpropvn -4-(4-fJV-r(RVl-(r- 
butoxvcarbonvDcthvncarbamovlmethoxvTphenvllazetidin-2-one 

l-(4-Fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4- 
carboxymethoxyphenyl)azetidin-2-one (Method 2; 30 mg, 0.064 mmol). fert-butyl D- 
30 alaninate hydrochloride (50 mg, 0.28 mmol), triethylamine (0.05 ml, 0.36 mmol) and TBTU 
(3 1 mg, 0.096 mmol) were stirred in DMF (1 ml) for 3 hours. The mixture was diluted with 
toluene and washed with water, hydrochloric acid, water, sodium bicarbonate solution and 
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water. TP A was added to the organic phase and the solvents were removed in vacuo to give 30 
mg (79%) of the title compound. M/z 595.48 (M+H)* and 593.56 (M-H)". 

Example 54 

5 l-f4-iquorophenvlV3-r3-f4-fluQrophenvlV3-hvdroxvpr Qpvn-4.f4-(N-rfRV^ 
fcarfaoxv^ethvncarbamovlmethoxv\phenvl^azetidin-2-one 

l-(4-Huorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{iV-[(R)-l-(r- 
butoxycarbonyl)ethyl]carbamoylmethDxy}phenyl)azetidin-2-one (Example 54; 30 mg, 0.05 
mmol) was dissolved in formic acid (2 ml). After 16 hours the acid was removed in vacuo and 

10 the residue was dissolved in methanol (3 ml) and aqueous ammonia (25%, 0.2 ml). The 
progress was followed by HPLC and after completion the mixture was purified by HPLC 
using a gradient of MeCN/ammonium acetate buffer to give the title compound (17 mg, 63%). 
NMR (CD3OD, 400 MHz) 7.4-7.2 (m, 6H), 7.1-6.9 (m, 6H), 4.8 (m, IH), 4.7-4.6 (m, IH). 4.5 
(s, 2H), 4.3-4.2 (s, IH), 3.1-3.05 (m, IH). 2.2-1.8 (m, 4H), 1.5-1.4 (m. 3H). 

15 

Preparation of Starting Materials 

The starting materials for the Examples above are either commercially available or are 
readily prepared by standard methods from known materials. For example, the following 
reactions are an illustration, but not a limitation, of some of the starting materials used in the 
20 above reactions. 

Method 1 

l-f4-FluoroDhenvlV3-r3-f4-fluorophenvlV3-hvdroxvDroDvll -4-f4-NbutoxYcatfaonvl^^^ 
phenvl)azetidin-2-one 

25 i.(4-Fluorophenyl)-3-[3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-hydroxyphenyl) 
azetidin.2-one (J.Med Chem. 1998. 41, 973-980; 50 mg, 0.122 nraiol), tert-butylbromoacetate 
(24 pi, 0.165 mmol), sodium carbonate (80 mg, 0.76 nmiol) and a catalytic amount of 
caesium carbonate were added to MeCN (3 ml) and the mixture was stirred for 1.5 hours, at 
50°C. The solids were filtered off and the solvent was evaporated under reduced pressure. 

30 Purification of the residue by column chromatography using DCM/EtOAc (100/7) as eluent 
gave 35 mg, (55 %) of the title compound, NMR (300 MHz): 1.45 (s, 9H), 1.8-2.1 (m, 4H), 
2.25-2,3 (m, IH). 3.05-3.15 (m. IH). 4.5 (s. 2H), 4.55-4.6 (m. IH). 4.75 (bs. IH). 6.9-7.3 (m. 
12H);m/2 524.3. 
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Method 2 

l-r4-TnuorophenvlV3-r3-f4-fluQrDDhenv lV3-hvdroxvDroDvl1-4-f4-caA^^ 
azetidin-2-onc 

l-(4-Fluorophenyl)-3-[3-(4-fluorophenyl)-3-hy(koxypropyl]-4-(^^^^ 
5 methoxyphenyl)azetidin-2-one (Method 1; 50 mg. 0.096 mmol) was added to formic acid (3 
ml) and the mixture was stilted for 1.5 hours, at room temperature. The solvent was 
evaporated under reduced pressure and methanol (3 ml) and triethylamine (150 ^il) were 
added to the residue. The mixture was stirred for 2 hours, at room temperature and the 
solvents were evaporated under reduced pressure. The residue was purified by preparative 
10 HPLC using MeCN/ammonium acetate buffer (35:65) as eluent. The collected fractions were 
lyophilised to obtain 32 mg (56%) of the title compound. NMR (300 MHz, CD3OD): 1.8-1.95 
(m, 4H), 3.1 (bs, IH)-. 44 (S: 2H), 4.55-4.65 (m, IH), 4.8 (bs, IH), 6.9-7.35 (m, 12H); m/z 
466,1 (m-H)". 

15 Method 3 

tgrr-ButvliV-((2/gV2-(rrb&nzvloxv^caii)onvl1amino}-2-phenvlcthanovn ^lvcinate 

(2R)-{[(benzyloxy)carbonyl]amino}(phenyl)acetic acid (Z-(R)-Phg-OH) (10 g, 35.0 
mmol) and ferf-butylglycine hydrochloride (6.3 g, 374 mmol) was dissolved in DCM (200 
ml) with 2,6-lutidine (8.2 ml, 704 mmol). After stirring 5 minutes at 0°C TBTU (124 g, 38.6 
20 mmol) was added and stirring was continued 1 hours 30 minutes at 0°C and 3 hours 45 

minutes at room temperature. The reaction mixture was washed with water (2 x 100 nd), dried 
(magnesium sulphate) and purified with flash chromatography (DCM:EtOAc 7:1->5:1) to 
give the title compound (13 g. 94 %). NMR (500 MHz): 1.45 (s. 9 H), 3.84 (d, 1 H). 4.00 (dd, 
1 H), 5.10 (m. 2 H), 5.28 (br s, 1 H), 6,13 (br s, 1 H), 6.23 (br s, 1 H), 7.30-7.44 (m, 10 H). 

25 

Method 4 

fgrf-ButvliV-r('2jRV2-amino-2-t)henvlethanovnglvcinate 

tert-Butyl iV-((2R)-2-{ [(benzyloxy)carbonyl]anuno}-2-phenylethanoyl)glycinate 
(Method 3; 12.8 g. 32.2 mmol) was dissolved in ROH (99%. 200 ml) and toluene (50 ml). 
30 Pd/C (10%, 0.65 g) was added and hydrogenation was performed at atmospheric pressure for 
5 hours 30 minutes at room temperature. The reaction mixture was filtered through 
diatomaceous earth and the solvents were evaporated to give the title compound (8.4 g, 99 %). 
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NMR (600 MHz): 1.45 (s. 9 H). 3.93 (m, 2 H), 4.54 (s. 1 H), 7.31-7.42 (m, 5 H), 7.51 (br s. 1 
H). 

Method 5 

5 rgrr-Butvlj\^>(f2jeV2-frn3enz vlQxvkarbonvl1amino)-2-DhenvlcthanovlV 
serinate 

(2/?)-{[(Benzyloxy)carbonyl]ainino}(phenyl)acetic acid (Z-(R)-Phg-OH) (2.0 g, 7.0 
mmol) and tert-buiy\ 0-(rerr-butyl)-L-serinate (2.0 g, 7.9 nrniol) and 2.6-lutidine were 
dissolved in DCM (30 ml). After stirring 5 minutes at 0°C TBTU (2.5 g, 7.8 mmol) was 
10 added and stirring was continued 30 minutes at 0°C and 4 hours, at room temperature. The 
reaction mixture was washed with water (2 x 100 ml), dried and purified with flash 
chromatography (DCM) to give the title compound (3.3g. 97 %). NMR (300 MHz, CD3OD): 
1.05 (s, 9H), 1.45 (s, 9H). 3.4-3.8 (m, 2H), 4.5 (bs, IH). 4,85 (s, 2H), 5.1 (s, 2H), 5.4 (s, IH), 
7.25-7.5 (m, 10 H). 

15 

Method 6 

fgrr-ButvljV-rf2/gV2-amino-2-Dhenvlethanovn-Q-frgrf-butvlVL-serinate 

tert-ButyliV-((2R)-2-{[(benzyloxy)carbonyl]amino}-2-phenylethanoyl)-OK^e^^ 
I^serinate (Method 5; 3.3 g, 6.8 mmol) was dissolved in EtOH (95%. 30 ml) and a cat amount 
20 of Pd/C (5%)(50% in water) was added and hydrogenation was performed at atmospheric 
pressure for 3 hours, at room temperature. The reaction mixture was filtered through 
diatomaceous earth and the solvent was evaporated to give the title compound (2.35 g, 98 %). 
NMR (500 MHz, CD3OD): 1.1 (s, 9H), 1.45 (s, 9H), 3.45-3.8 (m, 2H), 4.5 (t, IH). 4.55 (s, 
IH), 4.85 (s, 2H), 7.3-7.5 (m. 5H). 

25 

Method 7 

l-(4-HuorophenvlV3-r2-(4-fluorophenoxv^ethvll-4-r4-(r-butoxv carbonvlmethoxv> 

phenvll azetidin>2-one 

A mixture of l-(4-fluorophenyl)-3-[2-(4-fluorophenoxy)ethyl]-4-(4- 
30 hydroxyphenyl)azetidin-2-one (Prepared according to Bioorg. Med. Chem. Lett 1996, 6. 
1271-1274; 1.00 g, 2.53 mmol), r-butyl bromoacetate (0.42 ml, 2.79 nunol) and caesium 
carbonate (1.00 g, 3.07 mmol) in MeCN (10 ml) was stirred at 40°C for 90 minutes. The 
suspension was filtered and the solid material was washed with MeCN (5 ml) and EtOAc (5 
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ml). The filtrate was concentrated and the residue was purified by flash chromatography using 
a mixture of hexane and EtOAc (7:2) as eluent. The title compound was obtained as a 
colourless oU (1.045 g; 81 %). NMR (600 MHz) 1.45 (s. 9H). 2.25-2.45 (m. 2H). 3.20-3.30 
(m. IH). 4.00-4-10 (m, IH). 4.10-4.20 (m. IH). 4.50 (s. 2H), 4.80 (d. IH). 6.75-7.00 (m. 8H), 
5 7.20-7.30 (m.4H);m/z: 501.2. 

Method 8 

1-(4.T71imTnphenvlV3-r2-r4.flnnfflnhenov yVthv11-4-r4-fr.arhoxvmethoxv'>nhenvl1azetidin-2- 
one 

10 A solution of l-(4-fluorophenyl)-3-[2-(4-fluorophenoxy)ethyl]-4-[4-(t- 

butoxycarbonylmethoxy)phenyl]azetidin-2-one (Method 7; 1.045 g. 2.051 nunol) in formic 
acid (-1 ml) was stirred at room temperature for 22 hours. The solvent was removed under 
reduced pressure and the residue was dissolved in DCM (10 ml). The organic layer was 
successively washed with a saturated solution of sodium hydrogen carbonate (aq; 5 ml), water 

15 (5 ml) and brine (5 ml), dried and concentrated to give the title compound as a white solid 
(0.941 g; -quantitative yield). NMR (400 MHz) 2.25-2.45 (m, 2H). 3.20-3.30 (m. IH). 4.00- 
4.20 (m, 2H). 4.65 (s, 2H). 4.80 (d. IH). 6.75-6.80 (m. 2H), 6.85-7.00 (m, 6H). 7.20-7.30 (m. 
4H);m/z: 454.0. 

20 Method 9 

'^-n?'i-4-fRVl-fPhenvl)-'=<-^phenvlethvlsii1phanvn-4-r 4-fcait»Qxvme.thnxv'>nhenyl1azetidin-2- 



one 



3-(R)-4-(R>l-(Phenyl)-3-(phenylethylsulphanyl)-4-[4-(r-butoxycaibonyhnethoxy) 
phenyl]azetidin-2-one (Method 15; 220 mg) was stirred in formic acid (2 ml) for 20 hours at 
25 ambient temperature. The formic acid was then evaporated. Toluene was added and 

evaporated twice to give the title compound (180 mg). NMR 400 MHz, CD3OD): 2.86-3.00 
(m. 4H), 4;03 (d, IH). 4.66 (s, 2H). 4.87 (d. IH). 6.93-7.35 (m. 14H). 

Method 10 

30 ^^-m^>-4-(RVl-rP^envlV3-(4-fl^Qrobenzov 1Tnethvlsulohanvn-4-^4-fcarhnxvmethoxY)phenYl^ 
a2etidin-2-one 

A solution of 3-(R)-4-(R)-l-(phenyl)-3-(4-fluorobenzoylmethylsulphanyl)-4-(4- 
hydroxyphenyl)azetidin-2-one (synthesized according to WO 96/16037; 0.100 g, 0.245 
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mmol), caesium carbonate (0.040 g, 0.123 mmol) and t-butyl bromoacetate (0.019 mi, 0.129 
mmol) in MeCN (0.5 ml) was stined at room temperature for 10 minutes, after which more 
caesium carbonate (0.040 g, 0.123 mmol) and t-butyl bromoacetate (0.019 ml, 0.129 mmol) 
were added After 7 hours water (5 ml) and AcOH (0.05 ml) were added to the reaction 

5 mixture and the organic solvent was removed under reduced pressure. The water layer was 
extracted twice with DCM (2x5 ml) and the combined organic layers were washed with brine, 
dried over magnesium sulphate and concentrated. The residue was purified twice by flash 
chromatography using heptaneiEtOAc (3:1) as eluent, which gave a colourless oil (0.066 g). 
M/z: 522.1. This oil was dissolved in formic acid (3ml) and the solution was stirred at room 

10 temperature for 1 8 hours. The solvent was removed under reduced pressure and the residue 
was purified by preparative HPLC, using a gradient of 20-50% MeCN in O.IM ammonium 
acetate buffer as eluent. The title compound was obtained as a white solid (0.025 g; 22 %). 
NMR (CD3COOD. 400 MHz) 4.20 (d, IH). 4.25 (s. 2H). 4.70 (s, 2H), 5.00 (d, IH), 6.90-7.10 
(m, 2H), 7.00-7.40 (m, 9H), 8.00-8.10 (m, 2H); m/z: 465.9. 

15 

Method 11 

3-rRl-4-mVl-(PhenvlV3-(thien-3-vlcarbonvlmethvlsulphanv lM-r4-fcarboxvD^ 

phenvnazetidin-2-one 

A solution of 3-(R)-4-0R)-l-(phenyl)-3-(thien-3-ylcarbonylmethylsulphanyl)-4-(4- 

20 hydroxyphenyl)azetidin-2-one (synthesized according to WO 96/16037; 0.100 g, 0.253 
mmol), caesium carbonate (0.043 g, 0.132 nunol) and t-butyl bromoacetate (0.019 ml, 0.126 
mmol) in MeCN (6 ml) was stirred at room temperature for 10 minutes, after which more 
caesium carbonate (0.040 g. 0.123 nunol) and t-butyl bromoacetate (0.019 ml, 0.126 mmol) 
were added. After 7 hours water (7 ml) and AcOH (0.05 ml) were added and the solvent was 

25 removed under reduced pressure. The water layer was extracted twice with DCM (2x3 ml) 
and the combined organic layers were washed with brine, dried over magnesium sulphate and 
concentrated. The residue was purified by flash chromatography using heptane:EtOAc (3:1) 
as eluent, which gave 0.103 g of a colourless oil (m/z: 510,1), This oil was dissolved in 
formic acid (3ml) and the solution was stirred for 18 hours at room temperature. The solvent 

30 was removed under reduced pressure and the residue was dissolved in DCM. The solution 
was washed two times with water and one time with brine, dried over magnesium sulphate 
and concentrated. This gave a colourless oil which was used without further purification 
(0,079 g). M/z: 453.9. 
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Method 12 

1-f^UFlnnTOPhq]Y^>?-r7.-chlQr ^t nY l ''-4-f4-hvdroxvphenvl)a7.etidin-2<)ri^ 

A sturing mixture of l-(4-fluorophenyl)-3-(2-chloroethyl)4-[4-(benzyloxy)phenyl] 
azetidin-2-one (prepared according to Bioorg. Med. Chem. Lett 1996. 6. 1271-1274; 2.00 g. 

5 4.88 mmol), Pd(OH)2/C (0.500 g, 20%) and cyclohexene (6 ml) in MeOH (60 ml) was heated 
to 70''C. After 2 hours, the reaction mixture was cooled to room temperature and was filtered 
through diatomaceous earth. The solvent was removed under reduced pressure to give the tiUe 
compound (1.57 g; -quantitative yield). No further purification was necessary. NMR 
(CD3OD, 400 MHz) 2.20-2.40 (m. 2H). 3.20-3.40 (m, IH). 3.70 (t, 2H), 4.85 (d. IH). 6.75- 

10 6.80 (m. 2H). 6.90-7.00 (m. 2H), 7.15-7.30 (m. 4H); m/z: 320.0. 

Method 1-3 

1.(4-yinnm phenvlV3-r2-(4-flnnronhenv Uhin-|ethvl1-4-(4-hvdmxvohenvna7,etidin-2-one 
To a Stirring solution of l-(4-fluorophenyl)-3-(2-chlotoethyl>4-(4-hydroxyphenyl) 
15 azetidin-2-one (Method 12; 0.750 g. 2.35 mmol) in MeCN (10 ml) was added 4- 

fluorothiophenol (0.500 ml. 4.60 mmol) and triethylamine (0.500 ml. 3.59 mmol) at room 
temperature. After 20 hours there were stiU start materiel left (approximately 20 %. LCVMS) 
and more 4-flaorothiophenol (0.250 ml, 2.30 mmol) and triethylamine (0.170 ml. 1.22 mmol) 
were added. After 24 hours, the solvent was removed under reduced pressure and the residue 
20 was partitioned between water (20 ml) and EtOAc (20 ml). The organic layer was washed 
with brine (5 ml), dried over magnesium sulphate and concentrated. The residue was refluxed 
in heptane for 30 minutes before the title compound was filtered off as a grey soUd (0.946 g; 
98 %). NMR (CD3OD. 400 MHz) 2.00-2.20 (m, 2H), 3.05 (t, 2H). 3.25 (dt. IH), 4.75 (d, IH), 
6.75-6.80 (m, 2H). 6.90-7.05 (m. 4H). 7.15-7.40 (m, 6H); m/z: 412.0. 

25 

Method 14 

/^t^-Rnt yl f2.'n-2-( r(2j?V2-«minn-2-(4-hvd r ny vnhenvnacetv11amino>butanoate hydrochloride 
tert-butyl(25).2-{[(2R)-2-{[(benzyloxy)carbonyl]aminol.2-(4-hydroxyphenyl)acetyl] 

aminolbutanoate (Method 18. 47g. 106.2mmol) was dissolved in 400ml 95.5% ethanol. Pd/C 
30 (5%, 3.0g) was added and the mixture was hydrogenated under H2(g) at Ibar pressure at 
ambient temperature. The hydrogenation was terminated after 20 hours and the catalyst was 
filtered off on SiOz and washed with ethanol. The fUtrate was concentrated and the residue (ca 
35g) was dissolved in 300ml MeCN. Pyridine hydrochloride (14g) was added and the mixture 
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was left to crystalUze for 2.5 days. The formed salt was filtered off and washed with 2 x 50ml 
MeCN. The soUd was dried under vacuum at 40»C to yield 29.6 g (81%) of a white carystalline 
product. NMR (300MHz. DMSO-d«): 0.64 (t. 3H). 1.39 (s. 9H). 1.40-1.70 (m. 2H). 3.98-4.04 
(m. IH). 4.90 (brs. IH). 6.78 (d, ZH). 7.32 (d. 2H). 8.63 (brs. 3H). 8.79 (d. IH). 9.83 (brs. 
5 IH). 

Method 15 

<».p ).^U( R V1-rPhenvlV3-fphftnv1ftthvlsul p hanvn-4.r4-ff-butoxvcarbonvlrnF.thoxv)phenY^^ 
azetidin-2-one 

10 A mixture of 3-CR)-4-(R)-l-(phenyl)-3-(phenylethylsulphanyl)-4-(4-hydroxyphenyl) 

azetidin-2-one (synthesized according to WO 96/16037; 0.5g, 1,33 mmol), t-butyl 
u,^^.„..t,f» m■^^a ^ SRmwon. sodium carbonate (0.56g. 5.28mmol) and cesium carbonate 

VJ^AV.ruwk'k.Mw yw.w.-.^, f, 

(0.12g, 0.36mmol) in MeCN was stirred at 50»C overnight The reaction mixture was fdteied 
and the solvent was removed under reduced pressure. The residue was purified by 
15 chromatography (EtOAc:isohexane, 1:6) to give the title compound 220 mg (33%). M/z 
490.1. 

Method 16 

^-(A■T^lnom ph^Tlvn-^-^2-f4-fl"^»,phP.nvlthio>et hv^^-4-^4-f^b^toxvcartlonY1methoxY)p 

20 azeticQn-2-one 

A suspension of l-(4-fluorophenyl)-3-[2-(4-fluorophenylthio)ethyll-4-(4- 

hydroxyphenyl)azetidin-2-one (Method 13; O.SOOg, 1.944 mmol). t-butyl bromoacetate (0.32 

ml. 2.17 mmol) and caesium carbonate (0.700 g. 2.15 mmol) in MeCN (15 ml) was stirred at 

room temperature for 2 hours. The solvent was removed under reduced pressure and the 

25 residue was partitioned between water (20 ml) and DCM (20 ml). The water layer was 
extracted once more with DCM (10 ml) and the combined organic layers were washed with 
brine, dried over magnesium sulphate and concentrated. The residue was purified iy flash 
chromatography using heptane:EtOAc (4:1) as eluent The title compound was obtained as a 
colourless oil (0.884 g; 87 %). NMR (400 MHz) 1.45 (s. 9H). 2.00-2.30 (m. 2H). 2.90-3.10 

30 (m, 2H), 3.15-3.25 (m. IH). 4.50 (s. 2H ). 4.60 (d. IH). 6.85-7.00 (m, 6H). 7.15-7.35 (m. 6H); 
m/z: 526.2. 
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Method 17 
one 

A solution of l-(4-fluorophenyl)-3-[2-(4-fluorophenylthio)ethyl]-4-[4-(r- 
5 butoxycarbonylmethoxy)phenyl]azetidin-2-one (Method 16; 0.880 g, 1.67 mmol) in formic 
acid (5 ml) was stirred at room temperature for 19 hours. The solvent was removed under 
reduced pressure and the residue was dissolved in DCM (25 ml). The organic layer was 
washed twice with water (1x10 ml and 1x5 ml) and once with brine (5 ml), dried over 
magnesium sulphate and concentrated. This gave the title compound as a colourless oil (0.800 
10 g; --quantitative yield), NMR (CD3COOD, 400 MHz) 2.10-2.30 (m, 2H), 3.10 (dt, 2H), 3,30- 
3.40 (m. IH), 4.75 (s, 2H ), 4.80 (d. IH), 6.95-7.05 (m. 6H). 7.25-7.40 (m, 6H); m/z: 470.2. 

Method 18 

fgrr-Butvl (2S)-2-{ \(2RW r(benzvloxvV arbQnvnaminol-2>f4-hvdioxvphenynacetvnamino] 
15 butanoate 

(R)-N-Benzyloxycarbonyl-4-hydroxyphenylglycine (J. Chem. See. Perkin Trans, 1, 
EN, 7, 1991, 1629-1635; 24.9g, 82.6mmol), (S)-2-aminobutyric acid /-butyl ester 
hydrochloride (18.6g. 95.0mmol) andiV-methylmorpholine (23.0g, 227.4inmol) were 
dissolved in 220 ml DMF. TBTU (33.7g, 105,0mmol) was added in portions over lOmin. The 

20 reaction mixture was stirred for 1 hour at ambient temperature. Approximately 100ml solvent 
was evaporated &om the solution. Water(250ml) was added to the remaining solution, which 
caused the product to precipitate. The mixture was left overnight then the solid was filtered 
off and washed with 30% methanol (200ml) and hexane (100ml). The solid was dispersed in 
100ml t-butyl methyl ether and stirred for 1 hour. The solid was filtered off, washed with t- 

25 butyl methyl ether (100ml) and dried under vacuum at 40°C to yield 34.7g (95%). NMR 
(300MHz, DMS0-d6): 0.71 (t, 3H), 1.37 (s, 9H), 1.40-1.70 (m. 2H), 3.91-4.01 (m. IH), 5.02 
(d, 2H), 5.23 (d, IH), 6.67 (d. 2H), 7.22 (d, 2H), 7.27-7.36 (m, 5H), 7.67-7.74 (m, IH). 8.32 
(d, IH). 9.37 (brs, IH). 



30 



